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President's Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavioral Research
Suite 555, 2000 K Street, N-W., Washington, DC 20006 (202) 653-8051

December 30, 1981

The President
The White House
Washington, D.C. 20500

Dear Mr. President:

On behalf of the President's Commission for the Study of Ethiecal
Problems in Medicine and Biomedical and Behavioral Research, I am
pleased to transmit our Biennial Report on "Protecting Human Subjects.”
The Commission is directed by §1802(c) of the Public Health Service
Act to report every two years on the adequacy and uniformity of the
Federal rules and policies, and their implementation, for the protection
of human subjects in biomedical and behavioral research. As the Commission
began its work in January 1980, this is our first Biennial Report.

The Commission does not propose any major changes in the substance
of the rules on human research, although a number of adjustments are
recommended to recognize the flexibility needed by research institutions,
particularly in responding to allegations of wrongdoing or other problems.
We also propose a simple improvement in the reports filed by researchers,
to provide information on the number of subjects and on any that are
adversely affected by participation in a research project.

The Commission does recommend one major organizational change,
namely that a uniform core of regulations be adopted, based upon the
present rules of the Department of Health and Human Services, and that
HHS become the lead agency in this field. This consolidation would eliminate
needless duplication in the rules of the 23 other Federal entities that
support or regulate research, thereby simplifying both local compliance
with the rules and Federal oversight of the system. Coples of this report
are belng sent to all affected Federal agencies, with a request for actionm,
pursuant to the Commission's enabling legislation.

We are continuing to examine the important subject of human research
and may have further recommendations in our next report on this subject.

Respectfully,

Morris B. Abram
Chairman






President’s Commission for the Smudy of Ethical Problems
in Medicine and Biomedical and Behavioral Research
Sulte 555, 2000 K Street, N.W., Washington, DC 20006 (202) 653-8051

December 30, 1981

The Homorable George Bush
President

United States Senate
Washington, D.C. 20510

Dear Mr. President:

On behalf of the President's Commission for the Study of Ethical
Problems in Medicine and Biomedical and Behavioral Research, I am
pleased to transmit our Biennial Report on "Protecting Human Subjects."
The Commission is directed by §1802(c) of the Public Health Service
Act to report every two years on the adequacy and uniformity of the
Federal rules and policles, and their implementation, for the protection
of human subjects in biomedical and behavioral research, As the Commission
began its work in January 1980, this is our first Biennial Report.

The Commission does not propose any major changes in the substance
of the rules on human research, although a number of adjustments are
recommended to recognize the flexibility needed by research institutions,
particularly in responding to allegations of wrongdoing or other problems.
We also propose a simple improvement in the reports filed by researchers,
to provide information on the number of subjects and on any that are
adversely affected by participation in a research project.

The Commission does recommend one major organizational change,
namely that a uniform core of regulations be adopted, based upon the
present rules of the Department of Health and Human Services, and that
HHS become the lead agency in this field. This consolidation would eliminate
needless duplication in the rules of the 23 other Fedearal entities that
suppert or regulate research, thereby simplifying both local compliance
with the rules and Federal oversight of the system. Coples of this report
are being sent to all affected Federal agencies, with a request for actiom,
pursuant to the Commission's enabling legislation.

We are continuing to examine the important subject of human research
and may have further recommendations in our next report on this subject.

Respectfully,

Morris B. Abram
Chairman






President's Commission for the Smudy of Ethical Problems
in Medicine and Biomedical and Behavioral Research

Suite 555, 2000 K Street, N.W., Washington, DC 20006 (202) 853-8051

December 30, 1981

The Honorable Thomas P. 0'Neill, Jr.
Speaker

U.S. House of Representatives
Washington, D.C. 20515

Dear Mr, Speaker:

On behalf of the President's Commission Eor the Study of Ethical
Problems in Medicine and Biomedical and Behavioral Research, I am
pleased to transmit our Biennial Report on "Protecting Human Subjects."
The Commission is directed by §1802(c) of the Public Health Service
Act to report every two years on the adequacy and uniformity of the
Federal rules and policies, and their implementation, for the protection
of human subjects in biomedical and behavioral research. As the Commission
began its work in January 1980, this is our first Biennial Report.

The Commission does not propose any major changes in the substance
of the rules on human research, although a number of adjustments are
recommended to recognize the flexibility needed by research institucioms,
particularly in responding to allegations of wrongdeing or other problems.
We also propose & simple improvement in the reports filed by researchers,
to provide informacion on the number of subjects and on any that are
adversely affected by participation in a research project.

The Commission does recommend one major organizational change,
namely that a uniform core of regulations be adopted, based upon the
present rules of the Department of Health and Human Services, and that
HHS become the lead agency in this field. This consolidation would eliminate
needless duplication in the rules of the 23 other Federal entities that
support or regulate research, thereby simplifying both local compliance
with the rules and Federal oversight of the system. Copies of this report
are being sent to all affected Federal agencies, with a request for actionm,
pursuant to the Commission's enabling legislationm.

We are continuing to examine the important subject of human research
and may have further recommendations in our next report on this subject.

i fm

Morris B. Abram
Chairman



Table of Contents

Page
Summary and Conclusions 1
Chapter 1: Introduction
The Mandate
Initial Recommendations to the Department of Health
and Human Services 6
Summary of the Commission's Activities 7
Survey of Federal Rules and Procedures Governing
Research with Human Subjects 7
Review of the Adequacy and Uniformity of the
Rules' Implementation 8
Attempts to Clarify HHS Policies and Procedures for
Responding to Reports of Misconduct
Case Studies
Commission Hearings g
Conferences Attended 10
Workshop on Whistleblowing in Biomedical
Research 10
Assistance from Liaison Representatives to the
Commission 11
Contacts with the Office of Management and Budget 11
Report on Compensating for Research Injuries 12
Extent of Federal Involvement in Research with Human
Subjects 12
Chapter 2: The Adequacy and Uniformity of the
Regulations 15
Methods 16
Scope of the Survey 16

Agencies Excluded from Further Review

19



Agencies Included in the National Commission
Report that are not Reviewed in this Report

Scope of This Report

The Regulatory System Governing Research Conducted
or Supported by the Department of Health and Human
Services (HHS)

Applicability
Review Procedures
Review Standards
Consent Provisions
Sanctions

Summary and Analysis of the Regulations of Other
Federal Agencies

The Degree of Uniformity: Minor Variations
Agencies Without Formal Regulations
Conclusions

Chapter 3: The Adequacy and Uniformity of the
Regulations’ Implementation

Do Federal Agencies Know How IRBs are Performing?
The Negotiation of ‘‘Assurances’ by HHS
Steps taken by OPRR to Improve Implementation
Food and Drug Administration
Other Federal Agencies

Are IRBs Able to Understand and Fulfill Their
Obligations?

Initial Review
Continuing Review
Reporting Requirements

How Do Federal Agencies Respond to Reported or
Documented Violations of the Regulations or Other
Serious Misconduct of Grantees or Contractors?

Case Studies

Questions Posed to the Secretary, HHS
The FDA's Disqualification Procedures
Questions Posed to Other Federal Agencies

19

21

22
24
24
25
26
28

28
28
31
33

35

37
37
40
42
43

46
46
47
49

53
53
53
58
59



Chapter 4: Activities of the Commission
Extending Into 1982

Site Visits to IRBs: An Exploratory Study
Guidebook for IRBs

Consideration of the Extension of Federal Regulations

and Review Requirements to Research Not Federally
Funded

Possible Consideration of the Definition of ‘‘Phase 1"
Drug Testing in Cancer Chemotherapy

Report on Problems Identified at IRB Workshops

Informed Consent and Problems of Privacy in the
Research Setting

Chapter 5: Recommendations

Recommendations for Improving the Adequacy and
Uniformity of Federal Laws and Regulations for the
Protection of Human Subjects

1. All Federal Agencies Should Adopt the Regulations
of HHS (45 CFR 46)

2. The Secretary, HHS, Should Establish an Office to
Coordinate and Monitor Government-Wide Imple-
mentation of the Regulations

3. Each Federal Agency Should Apply One Set of
Rules Consistently to All Its Subunits and Funding
Mechanisms

4. Principal Investigators Should Be Required to Sub-
mit Annual Data on the Number of Subjects in
Their Research and the Number and Nature of Ad-
verse Effects

5. The National Commission’s Recommendations on
Research Involving Children and the Mentally Dis-
abled Should Be Acted Upon Promptly

6. “‘Private’’ Research Organizations Receiving Direct
Federal Appropriations Should Be Required to Fol-
low Regulations for the Protection of Human Sub-
jects

Recommendations for Improving Institutional and
Federal Oversight of Research and the Response to
Reports of Misconduct

7. Institutions Should Be Free to Use Offices Other
than IRBs to Respond to Reports of Misconduct and
Should Have Procedures for Prompt Reporting of
Their Findings to the Funding Agency

61
61
63

64

64
66

66

67

67

67

71

72

73

74

76

77

78



8.

9.

IRBs Should be Required Only to Report to Appro-
priate Officials of Their Institution (Rather Than to
the Funding Agency) When They Learn of Possible
Misconduct and to Respond to the Findings of
Those Officials

There Should be Government-Wide Procedures for
Debarring Grantees and Contractors Found Guilty
of Serious Misconduct, as well as a Consolidated
List of Formal Debarments and Suspensions Active-
ly Shared With Government Agencies, Professional
Societies, and Licensing Boards

Appendices

Tables

| g

Extent of Biomedical and Behavioral Research
Involving Human Subjects Conducted or Supported
by Agencies with Statutory Liaisons to the Com-
mission

. Agencies Excluded from Review and Analysis in

This Report

. Agencies Included in This Report’s Review and

Analysis

. Agency Conformity with HHS Regulations

Apency Procedures for Monitoring Performance of
Extramural IRBs

Summary of Institutional and HHS Responses to Re-
parted Incidents of Research Fraud, Abuse or Vio-
lations of Regulations

78

82

85

13

16

17
29

45

54






Summary and
Conclusions

Research with human beings plays an essential part in
combatting disease and in expanding the frontiers of
knowledge. The Commission takes as given that only
through research can proven advances be made in the pre-
vention and cure of illness and in the relief of suffering, but
in this Report it addresses another goal, which, like prog-
ress against disease, is highly valued in our society. For not
only is research essential but it is equally essential that this
important human activity be carried out without needless
risk or distress and with the willing and enlightened
cooperation of its subjects. This is an ideal to which the
Federal government must be—and for many years, has
been—committed. In this Report, the President’s Commis-
sion responds to the request of the Congress that it report
every two years on the degree to which Federal depart-
ments and agencies are meeting that high ideal.

_ The Commission has reviewed the policies of all Feder-

al entities involved in some fashion in research involving
human subjects. It is impressed that the officials of these
agencies are for the most part concerned about the careful
execution of their responsibilities and concludes that the
rules and policies of the agencies largely appear adequate
for the protection of human subjects if properly imple-
mented. Certain problems in the application and interpre-
tation of the rules, however, have emerged from the Com-
mission’s study. This Biennial Report contains the
Commission's recommendations to the President, the Con-
gross and the heads of relevant departments and agencies
concerning a number of these problems. The Commission
intends to make additional proposals in its next Biennial

:lnm:rl on the basis of its continuing examination of this
lnid,
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Some of the Commission’s conclusions refer to particu-
lar federal entities. The Commission points to (1) the need
for the Department of Health and Human Services (HHS) ei-
ther to accept or reject certain recommendations made in
1978 by the National Commission for the Protection of Hu-
man Subjects that were intended to provide additional pro-
cedures and standards so that appropriate decisions may be
made to protect children and persons institutionalized as
mentally disabled when reserchers wish to involve them as
subjects; (2) the need for the Department of Housing and
Urban Development to establish clear standards by which
its social policy research can be categorized and, when ap-
propriate, reviewed; and (3) the urgency that several bodies,
including the Department of Transportation, reach deci-
sions on rules that have been “under study” for many years
[Recommendations 3 and 5].

Most of what the Commission has to say, however,
treats issues that cut across the spectrum of Federal entities
involved in research. First, the Commission recommends
that the movement toward “uniformity” in the regulations
for the protection of human research subjects be carried to
its logical conclusion, and that the Department of Health
and Human Services and its present regulations become the
focus of such uniform rules [Recommendations 1 and 2].
This will advance four important objectives: it will improve
the protection of subjects, alleviate an unnecessary burden
(and source of confusion) for researchers and their institu-
tions, eliminate the multiplicity of Federal regulations in
this field, and simplify Federal oversight.

The first goal will be met as gaps in a few departments’
rules to protect research subjects are filled. ‘“Variations”
now followed by other departments can be included in the
new uniform rules if found useful by the government-wide
task force that will formulate these rules. The remaining ob-
jectives are closely related. By eliminating more than 200
pages of governmental rules and policies that now largely
repeat the HHS regulations, the steps recommended by the
Commission would reduce waste and confusion as well as
facilitate Federal oversight. The redundancy in agencies’
current rules obscures those few variations that are actually
important to the respective Federal entities, Under the
Commission's recommendations, any special provisions
that are needed only by a particular entity could then be
highlighted as acceptable exceptions or additions to the
‘““core’’ provisions of the uniform regulations. And the cen-
tralization of responsibility for implementation and over-
sight in HHS would relieve Federal agencies and research
institutions alike of the unnecessary burdens created by
multiple inspections and reporting requirements.
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The second major area of Commission recommenda-
tions centers on improving the present handling of reports
of harm or misconduct involving human subjects. Although
such reports are not frequent, the Federal government al-
ready has a number of relevant regulations on the books.
The Commission examined these regulations to determine
whether they provide adequate protection to subjects and
other concerned parties in a manner that is clear and simple
to apply for Federal officials and research administrators
alike. The resulting recommendations fall into three
groups.

First, this Report con-
tains recommendations about
the responsibilities of the
Federal agencies in re-
sponding to reports of mis-
conduct. Revisions are
needed because of an appar-
ent lack of well-defined
standards and an absence of
coordination among various
Federal entities. The present
processes are still relatively
new and few cases of miscon-
duct have been reviewed; in
fact, it was not until 1981 that
HHS or its predecessors imposed any sanctions against an
investigator for misconduct in research funded by the De-
partment that involves human subjects. Cooperation, not
merely between Federal agencies but also among them and
state and professional boards, is clearly an important goal
[Recommendation 9].

Second, several recommendations are made to allow in-
stitutions internal flexibility in how they will investigate
and adjudicate complaints against researchers. Although
perhaps not intended by the Department the present lan-
guage of the HHS regulations has been interpreted by some
as making Institutional Review Boards (IRBs) responsible
for resolving allegations of misconduct and for reporting
their determinations directly to the Secretary rather than
through institutional channels. The IRB must have a place
in the process (at a minimum, it must be kept apprised of
the outcome), but it need not perform the investiga-
tory/adjudicatory/reporting roles if those are more properly
fulfilled by other offices within an institution [Recommen-
dations 7 and 8].

Finally, the Commission recommends that the number
of subjects involved in, as well as the number adversely af-
fected by, each research project be routinely collected by
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IRBs and reported by them to the sponsoring agencies [Rec-
ommendation 4].

In recommending ways in which the federal regula-
tions on research could achieve greater clarity, simplicity
and realism, the Commission is not adopting the view that
all problems are ultimately soluble by ‘‘better’ regulations.
The Commission took concerns about excessive regulation
into account in framing its recommendations and in draw-
ing up its plans for further study of this subject during the
coming year. As Plato observed, in esoteric areas, one must
rely also on the wisdom of the expert. If society relied total-
ly on written rules,

the arts as we know them would be annihilated and ...
could never be resurrected because ... this law [would
put] an embargo on all research. The result would be
that life which is hard enough as it is, would be quite
impossible then and not to be endured.?

Just as society must rely on the experts’ wisdom, so too
must it rely on their consciences—for which reasonable and
well-formulated regulations may still provide both instruc-
tion and incentive.,

! Plato, Statesman *229e (J.B. Skemp trans.), Yale University
Press, New Haven (1952) at 208.
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The Mandate

The Commission’s mandate regarding the protection of
subjects in research with human beings has two major
parts: first, to review the Federal rules and policies gov-
erning such reseach! and second, to determine how well
those rules are being implemented or enforced. Specifical-
ly, Section 1802(c) of the enabling legislation provides that:

The Commission shall biennially report to the Presi-
dent, the Congress, and appropriate Federal agencies
on the protection of human subjects of biomedical and
behavioral research. Each such report shall include a
review of the-adequacy and uniformity (1) of the rules,
policies, guidelines, and regulations of all Federal
agencies regarding the protection of human subjects of
biomedical and behavioral research which such
agencies conduct or support, and (2) of the implemen-
tation of such rules, policies, guidelines and regula-
tions by such agencies, and may include such recom-

1Section 1802(c) of the Commission's legislation mandates a re-
port on the rules governing research that Federal agencies ‘‘con-
duct or support." The Commission has chosen, pursuant to its au-
thority to study ‘‘any other appropriate matter which relates to
biomedical or behavioral research,’ to include within the present
study the rules of the Food and Drug Administration (FDA) gov-
erning research regulated but not supported by the Federal gov-
ernment. The FDA was singled out because of its preeminent role
in regulating biomedical research supported by private funds (un-
der applicable law, materials submitted to obtain FDA approval of
drugs and devices must have been produced through research that
meets its requirements, including regulations for the protection of
human subjects) and because of the close relationship between the
FDA regulations and those applicable to research funded by HHS,
of which FDA is a component.
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mendations for legislation and administrative action
as the the Commission deems appropriate.?

The first portion of the mandate expands the survey of
Federal agencies that the Commission’s predecessor, the
National Commission for the Protection of Human Subjects
conducted, to a detailed inquiry into the adequacy of the
rules of all agencies. The second portion, which adds a new
dimension to the inquiry, has emerged as a major focus of
this Commission’s activities in the wake of the new rules or
research promulgated by the Department of Health and Hu-
man Services in January 1981,

The first biennium for this Report, which began when
the Commission held its first meeting in January 1980, ends
in December 1981. (The second ‘‘biennium’ will end in De-
cember 1982 when the Commission’s present authority ex-
pires.) This report, therefore, represents two years of study
and deliberations during which the Commission held three
public hearings on this subject, devoted significant
portions of twelve meetings to discussion and deliberation,
surveyed over 83 Federal agencies to ascertain their in-
volvement in—and rules governing—research with human
subjects, requested detailed information from the five
agencies having statutory liaisons with the Commission
(the Department of Health and Human Services, the Depart-
ment of Defense, the Central Intelligence Agency, the Veter-
ans Administration, and the National Science Foundation),
and participated in Congressional hearings on several is-
sues encompassed within this aspect of the Commission’s
mandate.? During this period, frequent correspondence and
meetings took place between officials of the Department of
Health and Human Services (HHS) and the Commission.
This introductory chapter briefly describes the Commis-
sion's activities relating to this portion of its mandate

Initial Recommendations to
the Department of Health and Human Semces

In September 1980, following a public hearing held in
July on social science and behavioral research, the Commis-
sion made recommendations to HHS Secretary Patricia R.
Harris (see Appendix D) on the Department’s proposed revi-
sions to its rules governing research with human subjects
(45 CFR 46). The Commission proposed specific exemp-
tions from prior review for most forms of social science re-

2Title XVII, Public Health Service Act, 42 USC 300v-1(c).

3Commission staff was also in touch with the Commission on the
 Federal Drug Approval Process, sponsored by Representatives
Scheuer and Gore. That body is now reported to have decided not
to disturb the status quo regarding the responsibilities of IRBs or
other aspects of the regulations to protect human subjects.
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search and some categories of behavioral research that pres-
ent no risk of physical or psychological harm and no
invasion of privacy. These recommendations were in line
with the proposals being considered by the Department, but
differed from them in that they were organized so as to con-
vey the grounds for each category of exemption to the mem-
bers of local review boards at research institutions who
would have to apply them.

The Commission also informed Secretary Harris of its
conclusion that the Department currently lacks statutory
authority to require grantee institutions to follow HHS reg-
ulations and procedures in reviewing reserch not supported
by Departmental funds. The Director of the Office of Man-
agement and Budget and the Director of the Office of Sci-
ence and Technology Policy subsequently endorsed the
Commission's position. (Whether such authority should be
granted to HHS or other Federal departments is a question
the Commission will address in the next Biennial Report.)

The amendments to the HHS rules governing research
with human subjects were published on January 26, 1981 to
take effect on July 27, 1981.4 In their final form, the regula-
tions incorporated the recommendation made by the Com-
mission to limit the scope of the regulations by abandoning
the proposed applicability to research neither funded by the
Department nor subject to the regulatory authority of the
Food and Drug Administration (FDA)., The Department did
not, however, adopt the Commission’s formulation of the
rationale and organization of the exemptions of certain
kinds of social science and behavioral research. (The rele-
vant materials appear in Appendix D.)

Summary of the Commission’s Activities

Survey of Federal Rules and Procedures Governing
Research with Human Subjects. The Commission sent let-
ters of inquiry to 83 Federal agencies that might possibly be
conducting or supporting research with human subjects.
The responsible officials were asked whether their agencies
conduct or support research with human subjects and, if so,
what regulations or guidelines they follow to assure that
such subjects are protected. In all cases, agencies were
asked to include copies of applicable regulations, guide-
lines, or policies with their response.

Chapter Two of this Report contains an analysis of the
adequacy and uniformity of the rules and procedures of the
23 Federal entities reporting that they conduct or support
research with human subjects, as well as of the rules and
procedures of the FDA, which plays the dominant role in
the regulation of biomedical research not funded by the

446 Federal Register 8366, reprinted in Appendix A.
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Federal government. Among the agencies, HHS (which sup-
ports the largest volume of research and which has devoted
the most attention to the subject) is widely regarded as the
“lead” agency. A fuller description of the policies and pro-
cedures of HHS is set forth in Appendix B, as well as a de-
scription of the rules and procedures of each of the other
Federal entities, compared with those of HHS.

Review of the Adequacy and Uniformity of the Rules’
Implementation. The second half of the Commission’s
charge regarding the protection of human subjects is to de-
termine how adequately the applicable rules are being im-
plemented. This has been a major focus of the Commis-
sion's activities in 1981. The Commissioners have tried to
learn, from a variety of approaches: (1) how well informed
the funding agencies are about institutional compliance
with the regulations (an inquiry that led the Commission to
conduct a selective examination of grantee institutions” im-
plementation of the regulations); (2) how able institutions
are to handle charges of noncompliance, misconduct or in-
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jury; and (3) how the funding agencies respond to reports
that the regulations have been violated or human subjects
placed at risk through acts of research fraud or other mis-
conduct.

As part of its survey of the rules and procedures of Fed-
eral agencies conducting or supporting research with hu-
man subjects, the Commission asked each agency about the
extent to which it monitors either the actual conduct of re-
search or the performance of the IRBs at grantee and con-
tractor institutions. A summary and analysis of those re-
sponses is contained in Chapter Three.

Attempts to Clarify HHS Policies and Procedures for
Responding to Reports of Misconduct. The Commission,
through its Chairman and senior staff, for more than a year
has been, and continues to be, engaged in correspondence
and meetings with officials at the Department of Health and
Human Services in an attempt to clarify current Departmen-
tal policies and procedures for responding to reports of mis-
conduct by grantees and contractors. (See Appendix F.) The
Commission is particularly interested in learning about the
extent to which standards and procedures exist for: (a)
alerting committees that review grants and contracts about
serious allegations pending against a scientist; (b) pro-
tecting complainants and witnesses from retaliation; (c)
protecting the subjects, if research activities must be sus-
pended; (d) protecting the rights of those accused of mis-
conduct; and (e) protecting the public interest by assuring
the reliability of research results and the ethical conduct of
Federally supported research.

Case Studies. The Commission also examined closely
several reported incidents of misconduct in Federally fund-
ed research to determine what might be learned from these
well-documented cases. Although the cases are few in num-
ber, particularly in light of the thousands of research proj-
ects conducted each year, the Commission found them in-
structive. Specifically, the cases indicate areas where
procedures for responding to reports of misconduct need
improvement at the institutional and the Federal levels.
Problems identified in a review of these cases are described
in Chapter Three; the cases themselves are described in Ap-
pendix E.

Commission Hearings. As an adjunct to its study of
cases of misconduct in Federally supported biomedical re-
search, the Commission held hearings during 1981 in Bos-
ton and Los Angeles, the locales of two such incidents. The
purpose was to learn from administrators and IRB members
at the research institutions involved, as well as from princi-
pal investigators and those who reported misconduct, how
well they believe existing procedures worked and what im-
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provements they would recommend. A number of sugges-
tions regarding the authority of IRBs, institutional mech-
anisms for investigating and adjudicating reports of
misconduct, and Federal procedures for monitoring compli-
ance were received and considered by the Commisssion.
Furthermore, in addition to its hearings and deliberations
on social and behavioral science research in July and Sep-
tember 1980, the Commission considered aspects of its Bi-
ennial Report at its regular meetings in October, November
and December 1981, at which time periods were set aside
for public comments as well as Commission discussion. (A
list of witnesses appears in Appendix I.)

Conferences Attended. Senior professional staff
particpated in a number of conferences on the role and re-
sponsibilities of IRBs, the need for improved education of
investigators and members of IRBs, and the effect that the
revised HHS regulations will have on IRB procedures. Such
conferences included: a meeting sponsored by HHS of
consultants on ‘“Education for IRBs’ (December 8, 1980);
two conferences sponsored by Public Responsibility in
Medicine and Research (PRIMR) on “The New Federal Reg-
ulations: What They Do and Do Not Regulate” (Boston,
March 26-27, 1981 and Asilomar, November 2—4, 1981);
and a workshop sponsored by the Institute for Society, Eth-
ics and the Life Sciences (Hastings Center) on “Institutional
Review Boards and Human Subjects Research” (Colorado
College, July 12, 1981). In addition, the Commission’s di-
rector participated in workshop discussions with research
administrators and members of IRBs (e.g., the 1981 annual
meeting of the National Council of University Research Ad-
ministrators and the fourth annual University of California
conference on IRBs).

Workshop on Whistleblowing in Biomedical Research.
Because all Federal agencies rely on private individuals to
report incidents of misconduct in research with human be-
ings, the Commission decided to examine the availability of
means for making such reports, the adequacy of procedures
for evaluating the reports, and the protections afforded both
the complainant and the person accused after allegations
have been made. The Commission was also interested in the
response of the Federal agencies once they receive either an
allegation of serious misconduct or a formal finding by an
institution that such misconduct has occurred.

To clarify the issues and examine possible modes of re-
sponse, the Commission held a two-day Workshop on
Whistleblowing in Biomedical Research, co-sponsored by
the Committee on Scientific Freedom and Responsibility of
the American Association for the Advancement of Science
and by Medicine in the Public Interest. Participants includ-
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ed physicians engaged in biomedical research; hospital ad-
ministrators; professors of law, political science, sociology,
and educational administration; practicing attorneys; offi-
cials of the National Institutes of Health and the Food and
Drug Administration, a member of the President’s Commis-
sion and senior staff of the sponsoring organizations. (See
Appendix J.) The conclusions and recommendations of the
Workshop were transmitted to members of the Commission
and were taken into consideration in developing recom-
mendations on this subject. (Conference papers, discussions
and conclusions will be published as a separate volume in
1982.)

Assistance from Liaison Representatives to the Com-
mission. Under section 1801(a)(2) of the Commission’s
enabling legislation, the heads of six agencies were directed
to name officials to act as liaison to the Commission: the
Department of Health and Human Services, the Department

of Defense, the Central Intelligence Agency, the White
House Office of Science and Technology Policy, the Veter- .

ans Administration, and the National Science Foundation.s
The Commission and its staff wish to thank those who
served in this capacity for their conscientious attendance at
Commission meetings and their valuable assistance, both
formal and informal, in the preparation of this report.

Contacts with the Office of Management and Budget.
In response to an OMB proposal for government-wide de-
barment procedures applicable to Federal contractors,® sen-
ior staff of the Commission have discussed with OMB its in-
terest in developing government-wide debarment
procedures that would apply to Federal grantees as well.
The purpose would be to standardize debarment and sus-

SLiaison was provided by: Department of Health and Human
Services—Charles R. McCarthy, Ph.D., Director, Office for Protec-
tion From Research Risks, Office of the Director, NIH, assisted by
Richard Riseberg, Chief, NIH Branch, Office of General Counsel,
John C. Petricciani, M.D., Assistant Director for Clinical Research,
Bureau of Biologics, FDA, and Stuart Nightingale, M.D., Acting
Associate Commissioner for Health Affairs, FDA; Department of
Defense—Captain Peter A. Flynn, MC, USN, Special Assistant for
Professional Activities, Office of the Assistant Secretary of De-
fense (Health Affairs); Central Intelligence Agency—Bernard M.
Malloy, M.D., Chief of the Psychiatric Division, Office of Medical
Services, assisted by Dennis Foreman, Office of General Counsel;
Office of Science and Technology Policy—Gilbert S. Ommen,
M.D., Ph.D., Associate Director for Human Resources and Social
and Economic Services, OSTP, Executive Office of the President,
succeeded by John Ball, M.D., ].D., succeeded by Denis Prager,
Ph.D.; Veterans Administration—Dorothy C. Rasinski, M.D., J.D.,
Associate Director, Medical Legal Affairs; and National Science
Foundation—Richard T. Louttit, Ph.D., Division Director for
Behavioral and Neural Sciences.
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pension procedures so that a scientist, debarred or suspend-
ed by one Federal agency (for misconduct in the course of
Federally funded research) could be debarred by other
agencies without burdening all concerned with additional
debarment proceedings. Further, a consolidated list of per-
sons debarred from individual agencies would be available
to all Federal agencies. OMB officials have expressed inter-
est in developing such government-wide system applicable
to recipients of research grants. (See Appendices G and H.)

Report on Compensating for Research Injuries

At the urging of the vice-chair of the Ethics Advisory
Board in HHS, which was in the process of concluding its
activities, the Commission decided at its first meeting to
study the problem of providing compensation for research-
related injuries, a subject closely related to the protection of
human subjects.

A starting point was provided by the report of the HEW
Secretary’s Task Force on Compensation for Injured Re-
search Subjects (1977), which concluded that there is an
ethical obligation to provide compensation for persons in-
jured as a result of their participation in Federally spon-
sored research. The question of how such compensation
could be provided was not resolved either by the Task
Force or subsequently within HHS. The Commission, there-
fore, confronted two distinct, but related, questions: (1)
whether it agrees that an ethical obligation to provide com-
pensation exists and, if so, the extent of that obligation; and
(2) whether feasible mechanisms exist or could be devel-
oped that would meet that obligation.

A separate report on the Commission’s study of these
questions and the conclusions it reached is under prepara-
tion and will be released early in 1982,

Extent of Federal Involvement in
Research with Human Subjects

Annual expenditures for health-related research are
now about $8 billion, of which the Federal government con-
tributes more than 60%. Three-quarters of this amount
comes from the Department of Health and Human Services,
primarily through the National Institutes of Health (NIH).?
The remaining quarter of Federal support for biomedical
and other health-related research is contributed by some 17
other agencies, with major portions provided through the

646 Federal Register 37832 (July 22, 1981).

7U.S. Department of Health, Education, and Welfare, Basic Data
Relating to the National Institutes of Health: 1980, U.S. Govern-
ment Printing Office, Washington (1980) at 4.
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Departments of Agriculture, Defense and Energy and the
Veterans Administration.?

The amount of such research that involved human sub-
jects is, however, unknown. In fact, the Commission has
been hampered in its study of the magnitude of the problem
of research injuries because data have not been systematic-
ally accumulated on the number of subjects involved in
Federally funded research. In an attempt to obtain an im-
pression of the extent of Federal involvement in research
with human subjects, the Commission asked the five
agencies with official liaisons to the Commission to provide
the following information for FY 1980, to the extent obtain-
able: (1) the number of research projects involving human
subjects that were supported by their departments under
grants or contracts (extramural research) or that were con-
ducted either by departmental employees or at facilities op-
erated by their departments (intramural research); (2) the
number of IRBs that reviewed such research; (3) the amount
of money spent; and (4) the number of subjects involved.
Table 1 reflects the information provided by the liaison offi-
cers.

As the table makes apparent, data are not available on
the number of human subjects involved in Federally sup-
ported research except for several intramural programs
within HHS (e.g., the NIH Clinical Center and the Centers
for Disease Control), the R&D programs (but not the several
thousand clinical investigations) conducted by the Depart-
ment of Defense, and the research conducted by the C.I.A.
On the other hand, all five agencies were able to provide
the number of grants and contracts they funded for research
involving human subjects. In Chapter Five of the Report,
the Commission recommends procedures for assuring that
all Federal agencies collect and retain in a central location
data on the number of subjects participating in research
that the agencies conduct or support.

8]d, at 5.



The Adequacy Z
and Uniformity
of the Regulations

A survey of the regulations and policies for the protec-
tion of human subjects of Federally funded and regulated
research was conducted by the Commission in 1980-81 in
response to the legislative mandate that the Commission re-
port biennially to the President, the Congress and the heads
of relevant agencies on both the adequacy and the uniformi-
ty of the rules and policies of all Federal agencies regarding
the protection of human subjects of biomedical and
behavioral research.?

It is generally accepted, among Federal officials and
commentators, that the benchmark of “adequacy’’ is provid-
ed by the regulations of the Department of Health and Hu-
man Services. Based upon the thorough review of human
research regulations of HHS (then, the Department of
Health, Education, and Welfare) performed by the National
Commission for the Protection of Human Subjects in
1974-78,% and the conscientious manner in which HHS has
responded to the National Commission’s recommendations
regarding the review standards and procedures for research
involving competent, non-institutionalized adults, the Pres-

1The statutory definition of “Federal agency” excludes the U.S.
Courts; therefore, the Commission did not review the activities of
the Federal Judicial Center regarding research or experimentation
in the justice system. The Commission notes, however, that the
Federal Judicial Center has recently received a report on this sub-
ject, with recommendations, from an advisory committee on Ex-
perimentation in the Law, U.S. Government Printing Office,
Washington (1981).

2National Commission for the Protection of Human Subjects, Re-
port and Recommendations: Institutional Review Boards, U.S.
Government Printing Office, Washington (1978) [hereinafter cited
as IRB Report].
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TABLE 2.
Agencies Excluded from Review and Analysis in this Report

AGENCIES THAT CONDUCT OR SUPPORT ONLY SURVEYS,
QUESTIONNAIRES, AND RECORD REVIEWS CURRENTLY
EXEMPT FROM HHS REGULATIONS.

Department of Justice:

Bureau of Justice Statistics

United States Parole Commission
Department of the Treasury:

Internal Revenue Service
General Services Administration:

National Archives and Records Service
International Communications Agency
National Endowment for the Arts
National Transportation Safety Board
Office of Personnel Management
Small Business Administration
Tennessee Valley Authority

AGENCIES THAT ARE ONLY INVOLVED AS SPONSORS OF
RESEARCH CARRIED OUT BY OTHER FEDERAL AGENCIES.
Nuclear Regulatory Commission

Smithsonian Institution

AGENCIES THAT PERMIT THE USE OF THEIR FACILITIES AND
PERSONNEL FOR HEALTH/SAFETY STUDIES CONDUCTED OR
SUPPORTED BY OTHER FEDERAL AGENCIES.

ACTION

U.S, Postal Service

ident’'s Commission is satisfied that the basic regulations of
that Department are adequate if not above improvement.
Therefore, the Commission has focused its attention on
determining the ‘‘uniformity’’ among other Federal
agencies measured by the extent to which their rules con-
form to the basic regulations of HHS.

Methods

Scope of the Survey. The methods used to conduct the
survey of Federal agencies were similar to those used by the
National Commission in 1975. The 1980 survey was, how-
ever, broader in scope, including 11 of the 13 cabinet-level
departments,? the Central Intelligence Agency in the Execu-
tive Office of the President, and 56 of 87 independent com-
missions and agencies listed in the Congressional Directo-
ry. Agencies were excluded from the survey only when
there was reason to be confident that they do not conduct or
support research with human subjects. (See Appendix C.)

In March 1980, the twenty still existing Federal
agencies which had reported to the National Commission

3The Departments of Labor and of the Interior reported in 1976
they do not conduct or support research with human subjects. See
letters to Charles U. Lowe, M.D., from John T. Dunlcp, Secretary
of Labor (October 1, 1975) and from Rayston C. Hughes, Assistant
Secretary of the Interior (October 14, 1975).
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TABLE 3.
Agencies Included in this Report’s Review and Analysis

AGENCIES THAT CONDUCT OR SUPPORT BIOMEDICAL OR
BEHAVIORAL RESEARCH OF THE SORT COVERED BY HHS
REGULATIONS (45 CFR 46).
American Mational Red Cross
Central Intelligence Agency
Consumer Product Safety Commission
Department of Agriculture
Department of Commerce
Department of Defense: Army, Navy, Air Force
Department of Education
Department of Energy
Department of Health and Human Services
Department of Housing and Urban Development
Department of Justice:

Bureau of Prisons

Office of Justice Assistance, Research, and Statistics
Department of Transportation:

Coast Guard

Federal Aviation Administration

Federal Highway Administration

Mational Highway Traffic Safety Administration
Environmental Protection Agency
National Aeronautics and Space Administration
National Science Foundation
LS. International Development Cooperation Agency
Veterans Administration
Food and Drug Administration (which regulates research on
new drugs and medical devices)

that they support or conduct research involving human sub-
jects were provided with a copy of the 1977 summary of
their policies and regulations. They were asked to provide
information and supporting documentation regarding any
additions or deletions necessary to bring the summary up-
to-date. Federal agencies not surveyed by the National Com-
mission or who had reported in 1975 that they neither con-
duct nor support research involving human subjects were
asked whether or not they currently conduct or support
such research.

In order to improve the consistency of response, agency
heads were provided with the following definitions which
had been developed by the National Commission:

1. Scientific research is a formal investigation de-
signed to develop or contribute to generalizable knowl-
edge.

Comment: A research project generally is described in a
protocol that sets forth explicit objectives and formal
procedures designed to reach those objectives. The pro-
tocol may include therapeutic and other activities in-
tended to benefit the subjects, as well as procedures to
evaluate such activities. Research objectives range from
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understanding normal and abnormal physiological or
psychological functions or social phenomena, to
evaluating diagnostic, therapeutic or preventive inter-
ventions and variations in services or practices. The
activities or pracedures involved in research may be in-
vasive or non-invasive and include surgical interven-
tions; removal of body tissues or fluids; administration
of chemical substances or forms of energy; modification
of diet, daily routine or service delivery; alteration of
environment; observation; administration of question-
naires or tests; randomization; review of records; etc.

2. Human subject is a person about whom an investiga-
tor (professional or student) conducting scientific re-
search obtains (1) data through intervention or inter-
action with the person, or (2) identifiable private
information.

Comment: “Intervention” includes both physical proce-
dures by which data are gathered (e.g., venipuncture),
and manipulations of the subject or the subject’s envi-
ronment that are performed for research purposes. “In-
teraction’ includes communiction or interpersonal
contact between investigator and subject. “‘Private in-
formation” includes information about behavior that
occurs in a context in which an individual can reasona-
bly expect that no observation or recording is taking
place, and information which has been provided for
specific purposes by an individual and which the indi-
vidual can reasonably expect will not be made public
(e.g., a medical record). Private information must be in-
dividually identifiable (i.e., the identity of the subject
is or may readily be ascertained by the investigator or
associated with the information) in order for obtaining
the information to constitute research involving human
subjects.

All agencies that conduct or support research involving
human subjects, according to the definitions supplied, were
asked to provide the following information as well:

(1) A description of the nature and extent of such research;

(2) Copies of the regulations or guidelines that govern the
conduct of such research;

(3) An analysis of the extent to which their regulations or
guidelines conform to those of the Department of Health,
Education, and Welfare (codified at 45 CFR 46, as amended
in 43 Federal Register 51559, November 3, 1978);

(4) A description of their procedures for monitoring such
research during the course of its conduct, and for assuring
that the agency is informed of any untoward or unexpected
events;
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(5) A description of the nature and extent of any injuries or
of any departures from approved protocols that have been
reported or discovered, and the steps taken by their agency
to investigate and resolve such problems;

(6) The views of their department or agency regarding re-
cently proposed modifications to the existing HEW regula-
tions; and

(7) Any action taken by their department or agency with re-
spect to the proposed modifications enumerated above.

Agencies Excluded from Further Review. The defini-
tion of research involving human subjects supplied to the
Federal agencies was compatible with the scope of the then
existing HHS regulations which applied to, among other
things, the administration of surveys or questionnaires and
the review of records. Those regulations were revised Janu-
ary 1981, however, and most research involving only the
use of surveys and questionnaires or the review of records
is now exempt from the regulations. Therefore, those Feder-
al agencies indicating that they sponsor only research ex-
empt from review under the HHS regulations will be noted
but not discussed further in this Report (see Table 2). Only
those agencies that support, conduct or regulate biomedical
or behavioral research of the type HHS now requires to be
reviewed and approved in accordance with 45 CFR 46 are
included in this analysis of Federal regulations and policies
governing research with human subjects (see Table 3).

Also excluded from independent analysis in this Re-
port are the Nuclear Regulatory Commission (which, as a
matter of policy, does not conduct research involving hu-
man subjects except through health agencies, such as HHS,
which impose their own regulations), the Smithsonian In-
stitution, which conducts research under grants from HHS
and is subject to the regulations of that department, and the
U.S. Postal Service and ACTION which permit access to
their personnel and facilities by agencies of the Public
Health Service (HHS) for research related to health and
safety.*

Agencies Included in the National Commission Report
That are Not Reviewed in This Report. A comparison of
this Report with that of the National Commission will re-
veal various differences, some of them merely superficial.s

4See letters to Barbara Mishkin from: Robert B. Minogue, Director,
Office of Nuclear Regulatory Research (July 23, 1981); S. Dillon
Ripley, Secretary, Smithsonian Institution (April 2, 1980);
William F. Bolger, Postmaster General (April 4, 1980); and James
B. Lancaster, Assistant Director for Administration and Finance,
ACTION (April 11, 1980 and December 31, 1980).

SFive Federal entities that appeared in the 1977 report of the Na-
tional Commission appear under different names in this report
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For example, the Commission on Civil Rights no longer has
an Office of Research, and the research responsibilities for-
merly undertaken by that office have not been reassigned;
therefore, the Commission on Civil Rights no longer con-
ducts or supports any research with human subjects.® The
National Oceanic and Atmospheric Administration (NOAA)
of the Department of Commerce conducts only research
involving deep sea diving and other underwater activities;
the agency is not involved in research involving humans as
subjects in the underwater environment.” The Federal Rail-
road Administration, within the Department of Transporta-
tion, reports that it no longer conducts research with hu-
man subjects as described in the report of the National
Commission.®

The National Academy of Sciences has been deleted
from coverage in this Report, at its own request, because it
is not a Federal agency and receives no appropriations from
Congress. Rather, it is a private institution chartered by
Congress as a non-profit organization to provide advice to
the government on matters of science and technology. The
Academy occasionally conducts or supports research with
human subjects at the request of Federal agencies and re-
quires that such research conform to the regulations of the
Department of Health and Human Services.®

Somewhat differently situated is the Gorgas Memorial
Institute of Tropical Diseases and Preventive Medicine, lo-
cated in Panama. The Institute is a non-profit organization
incorporated in Delaware, which receives a significant part

due to reorganization. The Civil Service Commission is now the
Office of Personnel Management; it conducts only surveys and
questionnaires. The Agency for International Development (AID),
formerly part of the Department of State, has become the Interna-
tional Development Cooperation Agency. The Education division
of the Department of Health, Education, and Welfare became a
separate Department of Education, and HEW became the Depart-
ment of Health and Human Services. Finally, the Law Enforce-
ment Assistance Administration (LEAA) is now part of the Office
of Justice Assistance, Research, and Statistics—still within the
Department of Justice.

6Letter (March 25, 1980) from Louis Nunez, Staff Director, U.S.
Commission on Civil Rights.

7Letter (July 31, 1981) from Joseph C. Brown, Acting Director of
Personnel, U.S. Department of Commerce.

8Memorandum from Acting Associate Administrator for Research
and Development, included as attachment to letter (May 27, 1980)
from Martin Convisser, Director, Office of Environment and Safe-
ty, Office of the Secretary, DOT.

9Letter (April 28, 1980) from Robert W. White, Administrator, Na-
tional Research Council, National Academy of Sciences.
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of its operating budget from direct Congressional appropri-
ations.'® In Fiscal 1980, $1.7 million of a $2.5 million budg-
et came from Congress. Most of the Federal money pays
administrative costs such as salaries, field work, mainte-
nance of the plant and equipment, and publications. In FY
1980, the Institute received an additional $952,000 in re-
search grants from NIH, the World Health Organization, the
Army, the Navy, and the Pan American Health Organiza-
tion. Most of the Institute’s research is related to tropical
diseases; however, the Institute currently has a special as-
surance on file at NIH's Office for Protection from Research
Risks (OPRR) for a grant from the National Cancer Institute
to conduct research on cervical cancer. Except for condi-
tions attached to grants from the NIH and the Army, howev-
er, there is no specific legal or regulatory provision
requiring research involving human subjects conducted by
the Gorgas Memorial Institute to undergo IRB review or to
comply with provisions for informed consent. Although the
direct appropriations from Congress are administered by
the Fogarty International Center at NIH, the Center has no
authority to attach conditions to such funds.!?

Scope of This Report. As a result of the foregoing dele-
tions, reorganizations, and modifications, 17 Federal de-
partments or agencies have been identified that currently
conduct or support biomedical or behavioral research with
human subjects that comes within the definition provided
by 45 CFR 46. Three of those agencies have separate subsid-
iary components that operate under their own policies or
regulations for the protection of human subjects: the De-
partment of Defense (the Army, the Navy, and the Air
Force); the Department of Justice (the Bureau of Prisons,
and the Office of Justice Assistance, Research, and Statis-
tics); and the Department of Transportation (the U.S. Coast
Guard, the Federal Aviation Administration, the Federal
Highway Administration, and the National Highway Traffic
Safety Administration). Thus, there are a total of 23 sepa-
rate Federal entities that conduct or support biomedical or
behavioral research with human subjects whose rules and
procedures are scrutinized in this Report.

The Commission has also chosen to review the rules
and procedures of the Food and Drug Administration
(FDA), within the Department of Health and Human Serv-
ices. Under the Federal Food, Drug and Cosmetic Act, the
FDA regulates research on new drugs, biologicals, and med-
ical devices. Its basic regulatory scheme was brought into

1022 USC 278, 45 Stat, 491 (1928) as subsequently revised.

"'Personal communication (October 2, 1981) with William Doak,
Executive Officer, Fogarty International Center.
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conformity with the regulations governing research con-
ducted and supported by the new rules issued simultane-
ously with the 1981 HHS revisions. The FDA's method of
implementation and monitoring differs from that applicable
to hfrant and contract aspects of HHS, as noted in Chapter
Three. -

Draft summaries of the regulations and policies of each
of these Federal entities were sent to the head of the appro-
priate departments or agencies in June 1981 for review.
Agency heads were asked to confirm the accuracy of the
summaries or to indicate necessary modifications. (Agency
heads were also asked to provide a description of their pro-
cedures for monitoring the implementation of the regula-
tions and investigating and resolving complaints. That ma-
terial is discussed in Chapter Three of this Report.) The
agencies were also asked for documentation to justify sig-
nificant changes. The material provides the basis for the de-
scription and analysis of this chapter.

The Regulatory System Governing Research
Conducted or Supported by the Department of
‘Health and Human Services (HHS)

Since 1966, when the Surgeon General issued an order
requiring institutional review to assure ethical acceptability
of research with human subjects supported by the Public
Health Service (PHS), the PHS policies and procedures have
served as a model for other Federal agencies. The history
and development of those policies (now embodied in HHS
regulations) have been amply chronicled before in the Na-
tional Commission’s report on IRBs and elsewhere,’? and
need not be repeated here.

12Briefly summarized, the HHS regulations derive from Public
Health Service review requirements initiated in 1966 by the Sur-
geon General. These were expanded and elaborated in the 1971
Institutional Guide to DHEW Policy on Protection of Human Sub-
jects, a description of the grants administration policy which re-
quired initial review of proposed research by committees at each
institution to assure that the risks were justified by the anticipated
benefits or the importance of the knowledge to be gained, and that
informed consent would be obtained by methods that are adequate
and appropriate. (The required elements of informed consent were
defined and explained.) Continuing review of ongoing projects
was also required.

Praposed regulations were published in 1973 and final rules
were issued in 1974 which converted the earlier grants adminis-
tration policies into regulations applicable to all research con-
ducted or supported by HEW. An important difference between
the new regulations and the old policy was that whereas formerly
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The National Commission found in 1978 that “‘of the 19
other Federal entities that have formal policies or regula-
tions governing research with human subjects, 17 adopt
HEW standards and procedures to a substantial degree, and
most of these cite HEW regulations or policy as a refer-
ence.”!® Moreover, the National Commission reported that
of the departments and agencies lacking formal policies for
the protection of human subjects, all but two (the Law En-
forcement Assistance Administration and the Department of
Housing and Urban Development) conduct or support only
surveys, questionnaires or record reviews—activities not
universally considered “research with human subjects”’.

The survey conducted for this Report yielded similar re-
sults, both on uniformity and on the preeminence of the

the review requirement attached only to research activities
deemed (by the principal investigator) to present risk to human
subjects, the new regulations applied to all research with human
subjects, leaving it to the review boards to determine the extent of
any risk involved.

The proposal and promulgation of regulations by HEW took
place against the backdrop of considerable Congressional interest
in 1973-74. During this period, hearings were held on legislation
intended to address problems with human experimentation that
had been the subject of recent publicity, such as the Tuskegee
Syphilis Study sponsored by the Public Health Service between
1932 and 1972. The Congressional attention culminated in Title II
of the National Research Act of 1974 (Public Law 93—348), which
not only required that research institutions have IRBs but also es-
tablished the National Commission for the Protection of Human
Subjects of Biomedical and Behavioral Research, within HEW, to
study the ethical principles underlying research and to recom-
mend means of protecting human subjects.

Between 1975 and 1978 the National Commission issued a
series of reports and recommendations for amendments to the
1974 regulations, some of which have now been adopted by HHS.
The most recent revisions to the regulations (published in January
1981) largely adopted the National Commission’s recommenda-
tions regarding Institutional Review Boards; earlier revisions in-
corporated recommendations regarding research with the human
fetus and research involving prisoners.

Further descriptions of the history and development of HHS
regulations may be found in: Bernard Barber, Informed Consent in
Medical Therapy and Research, Rutgers University Press, New
Brunswick (1980) at 41-45; Nathan Hershey and Robert D. Miller,
Human Experimentation and the Law, Aspen Systems, Rockville
(1976) at 1—-11; Robert J. Levine, Ethics and Regulation of Clinical
Research, Urban and Schwarzenberg, Baltimore (1981) at 207—
210. See also an extensive history in Chapter Two of The Presi-
dent’s Commission’s forthcoming Report on Compensating for Re-
search Injuries.

13]RB Report, supra note 2, at 94,
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HHS regulations. In order to understand the extent of uni-
formity of regulations government-wide, however, it is nec-
essary first to describe the policies and procedures of
HHS.1* The regulations of the other agencies may then be
compared to the HHS prototype.

Applicability. The HHS regulations (45 CFR 46), as re-
vised January 26, 1981, apply to all research involving hu-
man subjects supported or conducted by HHS, with a few
explicit exemptions. ‘“‘Human subject” is defined as a living
individual about whom an investigator conducting research
obtains (1) data through intervention or interaction with the
individual, or (2) individually identifiable private informa-
tion.

The following are exempt from the regulations:

(a) Research conducted in established or commonly accept-
ed educational settings, involving normal educational prac-
tices;

(b) Research involving the use of educational tests if identi-
ties of subjects are not recorded;

(c) All research involving survey or interview procedures
when the respondents are elected or appointed public offi-
cials or candidates for public office;

(d) Research involving survey and interview procedures or
observation of public behavior, unless (1) the subject’s
identities are recorded and (2) the information, if known
outside the research, could reasonably place the subject at
risk of legal liability, or be damaging to the subject’s
employability or financial standing and (3) the research
deals with sensitive aspects of the subject’s own behavior;

(e) Research involving the collection or study of existing
data documents, records, pathological or diagnostic identi-
fiers.

Review Procedures. Each institution that conducts re-
search covered by the regulations must submit an assurance
to the department describing its procedures for complying
with the requirements of HHS regulations (45 CFR 46). The
assurance must contain a statement of principles the insti-
tution will follow in discharging its responsibilities for pro-
tecting human subjects in research conducted at or spon-
sored by the institutions (e.g., Nuremberg Code, Helsinki
Code), regardless of source of funding. Further, the assur-
ance must identify one or more Institutional Review Boards
(IRBs) established by the institution to review and approve
all research involving human subjects covered by the HHS

14 A more detailed description of HHS policies and procedures ap-
pears in Appendix B to this Report; Appendix A contains the full
text of the regulations.
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regulations. An IRB must have at least five members of var-
ying backgrounds, sufficiently qualified to review research
proposals and activities commonly conducted by the insti-
tution, and include at least one member “whose primary
concerns are in a nonscientific area’ and at least one indi-
vidual unaffiliated with the institution. The members of an
IRB may not all be of the same gender, nor may the mem-
bers come from only one professional group. IRB members
must be identified to HHS by name, earned degrees, repre-
sentative capacity, professional (or other) experience, and
relationship with the institution.

The assurance must also describe IRB procedures: (1)
for conducting initial and continuing review of research
proposals and activities, (2) for determining which projects
require review more often than annually and which require
verification from sources other than the investigators that
no material changes have occurred since previous IRB re-
view, (3) for assuring that scientists report any proposed
changes in a research activity to the IRB, and for assuring
that changes are not initiated without IRB sanction except
as needed to eliminate immediate hazards to subjects, and
(4) for reporting to HHS unanticipated problems involving
risks to subjects or others and any serious or continuing
noncompliance by the investigator with the HHS regula-
tions or with the requirements and determination of the
IRB.

Review Standards. No HHS funds may be awarded for
the conduct of research with human subjects unless an ap-
proved IRB certifies that the following conditions are
satisified:
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(a) The risks to subjects are minimized by using procedures
consistent with sound research design and which do not
unecessarily expose subjects to risk and whenever appro-
priate, by using procedures already being performed on the
subjects for diagnostic or treatment purposes;

(b) the risks to subjects are reasonable in relation to antic-
ipated benefits, if any, to subjects and to the importance of
the knowledge that may reasonably be expected to result;

(c) the selection of subjects is equitable;

(d) informed consent will be sought from each prospective
subject or the subject’'s legally authorized representative in
accordance with, and to the extent required by, the regula-
tions;

(e) consent will be appropriately documented;

(f) where appropriate, the research plan makes adequate
provision for monitoring the data collected to insure the
safety of subjects;

(g) where appropriate, there are adequate provisions to pro-
tect the privacy of subjects and to maintain the confidenti-
ality of data; and

(h) where some or all of the subjects are likely to be vulner-
able to coercion or undue influence, such as persons with
acute or severe physical or mental illness, or persons who
are economically or educationally disadvantaged, appropri-
ate additional safeguards have been included in the study
to protect the rights and welfare of these subjects.

Consent Provisions. The information provided to pro-
spective subjects or their representatives must be in lan-
guage they can understand. Consent should be sought only
under circumstances that provide the prospective subject or
the subject’s representative with sufficient opportunity to
consider whether or not to participate and that minimize
the possibility of coercion or undue influence. No informed
consent, whether oral or written, may include any exculpa-
tory language ‘‘through which the subject is made to waive
or appear to waive any legal rights or release the investiga-
tor, the sponsor, the institution or its agents from liability
for negligence.””5 A copy of the information provided, as
well as the signed consent form (if any), must be given to
the subject or the subject’s representative.

The following elements must be disclosed to subjects
for valid informed consent:

(a) an explanation of the purpose of the research and the ex-
pected duration of the subject’s participation, a description
of the procedures to be followed, and identification of any
procedures which are experimental;

1545 CFR 46.1186.
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(b) a description of any reasonably foreseeable risks or dis-
comforts to the subject;

(c) a description of any benefits to the subject or to others
which may reasonably be expected from the research;

(d) a disclosure of appropriate alternative procedures or
courses of treatment, if any, that might be advantageous to
the subject;

(e) a statement describing the extent, if any, to which
confidentiality of records identifying the subject will be
maintained;

(f) for research involving more than minimal risk, an expla-
nation as to whether any compensation will be made and
any medical treatments are available if injury occurs and, if
so, what they consist of, or where further information may
be obtained;

(g) an explanation of whom to contact for answers to perti-
nent questions about the research and research subjects’
rights, and whom to contact in the event of a research-
related injury to the subject; and

(h) a statement that participation is voluntary, refusal to
participate will involve no penalty or loss of benefits to
which the subject is otherwise entitled, and the subject may
discontinue participation at any time without penalty or’
loss of benefits to which the subject is otherwise entitled.

Additional information must be provided, when appropri-
ate:
(a) A statement that the particular treatment or procedure
may involve risks to the subject (or to an embryo or fetus,
if the subject is or may become pregnant) which are cur-
rently unforeseeable;

(b) Anticipated circumstances under which the subject's
participation may be terminated by the investigator with-
out regard to the subject’s consent;

(c) Any additional costs to the subject that may result
from participation in the research;

(d) The consequences of a subject's decision to withdraw
from the research and procedures for orderly termination
of participation by the subject;

(e) A statement that significant new findings developed
during the course of the research which may relate to the
subject’s willingness to continue participation will be
provided to the subject; and

(f) The approximate number of subjects involved in the
study.

The regulations include additional protections and special
procedures for research involving prisoners and for re-
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search involving pregnant women, the human fetus, and
human in vitro fertilization. (See Appendix A.)

Sanctions. If an institution or principal investigator is
found to have ‘‘failed materially” to protect human sub-
jects, the Secretary may terminate or suspend current funds
or withhold further HHS research funding (whether or not
HHS funds were involved in the research in which the fail-
ure to protect subjects occurred).

Summary and Analysis of the Regulations of
Other Federal Agencies

The HHS regulations summarized above provide the
gauge against which to measure the regulations and poli-
cies of the other Federal agencies.

The Degree of Uniformity: Minor Variations. Seven-
teen of the twenty-two Federal entities other than HHS that
conduct or support biomedical or behavioral research
involving human subjects have regulations or policies that
substantially conform with HHS regulations (see Table 4).
That is, they require review and approval of proposed re-
search by an IRB or similar committee, using standards for
review and consent provisions that mirror, or are similar to,
those in the HHS regulations.

The regulations of two of these seventeen Federal enti-
ties, however, apply to some but not all of the research con-
ducted or supported by those agencies. The Department of
Education’s regulations for the protection of human sub-
jects apply to contracts, but not to grants. NASA requires
IRB review for intramural research but not for extramural
research.

Among the agencies that generally conform to 45 CFR
46, however, there are minor differences that complicate
the work of IRBs. For example, the Army, Navy and Air
Force require that IRBs determine that prior animal studies
have been conducted, where possible, prior to approving
human studies. They also require IRBs to determine that fa-
cilities where the research will be conducted are adequate
to handle foreseeable injuries. The Consumer Product Safe-
ty Commission has the same requirement. The National
Highway Traffic Safety Administration requires IRBs to re-
view research involving cadavers; HHS and all agencies
that follow 45 CFR 46 limit review requirements to research
involving living human subjects.

Agencies also have a variety of rules regarding special
classes of subjects. The Army has adopted special protec-
tions (similar to recommendations of the National Commis-
sion) for the participation of children, prisoners, and the
mentally disabled in Army research activities. The Navy
and the Air Force simply exclude prisoners and the mental-
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TABLE 4.

Agency Conformity with HHS Regulations (45 CFR 46)
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ly disabled; the Air Force also excludes children. The Army
(but not the Navy or the Air Force) specifically prohibits the
participation of prisoners of war. The Department of Agri-
culture excludes pregnant or lactating women from certain
kinds of studies; the Air Force excludes females “unless
there is reasonable assurance of no concomitant pregnancy
that would place the fetus at risk and if methods adopted
for contraception do not place the female subject at in-
creased risk without complete disclosure to the female sub-
ject.”

There are also minor variations regarding what must be
disclosed to subjects in the consent process. A number of
agencies require information regarding the Privacy Act and
the extent to which research data will (or can) be kept con-
fidential; others have no such requirement. The Office of
Justice Assistance, Research, and Statistics (OJARS) of the
Department of Justice supports research involving surveys,
questionnaires and observational data which may deal with
sensitive topics such as drug or alcohol use and illegal con-
duct. With research of this kind, the significant risk to sub-
jects is the possibility of a breach of confidentiality. There-
fore, OJARS has extensive regulations that protect the
confidentiality of data even from subpoena. In place of
IRBs, advisory boards meet several times a year with project
staff to review the progress of the research.

The Bureau of Standards provides a completely differ-
ent description of informed consent. The Bureau’s defini-
tion (which, among other features, equates ‘‘informed
consent” with the document that records the agreement
reached by investigator and subject) includes:

(a) information on all features of the research that are likely
to influence the subject’s willingness to participate, such as
risk of injury or possibility of embarrassment, discomfort,
or emotional stress;

(b) explanation of other aspects of the research about which
the subject inquires which is consistent with maintaining
the validity of the research; and

(c) an agreement, to be signed by the subject and the princi-
pal investigator, which states the responsibilities of each
and the relevant features of the research and which makes
explicit the right of the subject or the principal investigator
to terminate the subject’s participation at any time without
incurring any legal liability.

The Bureau of Standards also adds that subjects must
be free from undue coercion and undue pressure as well as
from the inducement of excessively high rewards (monetary
or otherwise). The Bureau of Prisons limits incentives for
participation to soft drinks and snacks given at testing time.
The Navy requires that the sponsor of the research be
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identified and NASA requires that subjects be informed if,
for any reason, withdrawal during the conduct of the re-
search is not an option (e.g., because it would be unwise,
dangerous, or impossible).

Administrative details also vary among agencies. The
Consumer Product Safety Commission and the Navy both
require that all consent forms be submitted to the agency
along with the research proposal; most agencies apparently
do not. The Navy requires that documentation of IRB ap-
proval be signed by every member of the IRB; most agencies
(including HHS) accept the signature of the chairman. Most
agencies require that IRB records pertaining to research ac-
tivities be retained for a period of 3—5 years following com-
pletion of the research. The Navy requires that such records
be retained permanently, and the Air Force requires that
copies of all such records be forwarded to the Air Force
upon completion of the research.

Clearly, IRBs that review hundreds of research propos-
als per year, many of which may be submitted to (and even
funded by) more than one agency, need to have copies of
the regulations of each agency at hand in order to assure
compliance with these varied provisions. Furthermore, the
regulations are constantly changing. Several Federal de-
partments or entities are now in the process of developing
new regulations for the protection of human subjects,
including the Departments of Defense and of Transporta-
tion, which are formulating department-wide standards, the
Department of Agriculture, which is bringing its policies
into conformity with the most recent HHS revisions, and
the Bureau of Prisons, within the Department of Justice,
which is currently drafting new regulations for the protec-
tion of inmates as research subjects that generally conform
to the HHS regulations.

Agencies Without Formal Regulations. Four Federal
entities have no formal regulations specifically for the pro-
tection of human subjects involved in research. Three of
these four are components of the Department of Transporta-
tion (DOT). The Department reports that it is in the process
of developing department-wide regulations for the protec-
tion of human subjects; however, in 1977 DOT reported to
the National Commission that it was then engaged in such
an effort. Until the new regulations, which are to conform
with HHS regulations, are implemented, three of the four
components of the Department lack rules specifying their
means of protecting human subjects, while the remaining
DOT agency (the National Highway Traffic Safety Adminis-
tration) has rules that parallel the HHS regulations.

The Department of Housing and Urban Development
(HUD) is the only other Federal agency conducting research
with human subjects that does not have formal regulations
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for the protection of human subjects. In HUD's initial re-
sponse to the Commission’s inquiry, Donna Shalala (Assist-
ant Secretary for Policy Development and Research) stated
that except for a study co-sponsored with HEW, involving
the testing of an aversive additive in paint to deter children
from eating paint chips, HUD ‘‘has never sponsored any hu-
man subject or biomedical studies.””1¢ Moreover, Dr. Shalala
challenged the statement in the National Commission’s re-
port that HUD's “housing allowance experiment’ consti-
tuted research with human subjects.?

The definition of “research with human subjects” and
the possible inclusion of HUD's activities within such a def-
inition was explored more fully with Dr. Shalala and her
staff at hearings before the Commission in July 1980 and in
subsequent correspondence. The result was HUD's
acknowledgement that some of its research may present risk
to human subjects. The Department has now developed a
departmental memorandum that requires internally gener-
ated projects as well as “unsolicited research proposals”
involving risk to human subjects to be approved by an inde-
pendent review board.?® Certification of the board’s approv-
al of the research design, as well as a description of the re-
view board’s procedures and membership, must be
forwarded with the proposal (see Appendix B). The memo-
randum does not set forth the standards of review nor re-
quire IRB approval at the
home institutions of those :
carrying out human research
with HUD funds. Moreover,
the memorandum does not
supply the fundamental anal-
ysis needed to establish the
differences and similarities
between the concerns that
motivate regulation of
biomedical and behavioral re-
search and those that are ap-
propriate in the case of ‘“‘so-
cial policy experiments’ of
the type supported by HUD.1®

16 etter (March 28, 1980) from Donna E. Shalala, Assistant Secre-
tary for Policy Development and Research, Department of Housing
and Urban Development.

17]RB Report, supra note 2, at 96, 100-101.

18HUD Policy Memorandum (February 21, 1981) from Arthur S.
Newburg, Director, Office of Management and Program Control, to
“All PD&R Staff" attached to letter (February 24, 1981) from Mr.
Newburg to Alexander M. Capron.

19 See, e.g., Alice M. Rivlin and P. Michael Timpane, eds., Ethi-
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Conclusions

Concern for the adequacy and uniformity of the rules
for the protection of human subjects is raised most immedi-
ately by the Federal entities that currently lack procedures
and standards that conform with HHS regulations. A lack of
internal consistency occurs in two agencies that apply HHS
policies and standards to some, but not all, research con-
ducted under their auspices: the Department of Education
and NASA. The Commission believes that such regulatory
anomalies should be corrected. Further, the policy state-
ments of several agencies that merely refer to HHS regula-
tions ‘‘for guidance” should provide more explicit direc-
tives.

The Commission believes that achieving uniform regu-
lations throughout the Federal government is an important
goal. The high costs of nonuniform rules were forecefully
articulated in the findings of the Commission on Federal
Paperwork:

If other agencies are permitted to deviate from or even
to paraphrase the NIHHEW regulations [45 CFR 46],
the result will be unnecessary duplication of report-
ing, recordkeeping, and other activities on the part of
the Government as well as the organization involved.
Some agencies, including the National Science Foun-
dation and the Department of Agriculture, have ac-
cepted the NIH/HEW regulations by reference, without
finding it necessary to paraphrase, interpret, or expati-
ate. Others, even while recognizing HEW’s prece-
dence, phrase their regulations so as to require con-
formity to their own policies. This creates conflict if
future changes in their policies and in HEW'’s are not
identical and simultaneous. In addition, it requires
multiple submission of general assurances, which are
frequently intricate and lengthy documents and which
must be updated periodically.2?

The achievement of uniform Federal regulations on the
protection of human subjects appears to be an achievable
objective, since the present HHS regulations provide com-
mon ground which most of the affected agencies can appar-
ently accept. Moreover, HHS regulations permit sufficient
flexibility for agencies whose involvement with research is
limited. For example, the HHS requirements on IRB review
and consent for the collection of personally identifiable in-

cal and Legal Issues of Social Experimentation, The Brookings In-
stitution, Washington (1975); Advisory Committee on Experimen-
tation in the Law, Federal Judicial Center, Experimentation in
the Law, U.S. Government Printing Office, Washington (1981).

2 A Report of the Commission on Federal Paperwork: Education,
U.S. Government Printing Office, Washington (1977) at 40.
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formation might be supplemented by the Justice Depart-
ment if it believes that more extensive safeguards are
needed to protect the confidentiality of the sensitive data
that are often involved in its research projects. Similarly,
the activities of the Department of Housing and Urban De-
velopment would not be impeded by inappropriate require-
ments since it supports primarily social science research,
much of which is now exempt from HHS regulatory require-
ments. If any of the research funded by HUD is of the sort to
which HHS regulations apply, however, it should be sub-
jected to IRB review using the standards set forth in those
regulations. The three remaining Federal entities that ap-
pear to have less than fully adequate policies for the protec-
tion of human subjects are part of the Department of Trans-
portation which after four years continues to report that it is
in the process of developing department-wide regulations
to conform with those of HHS.

In summary, the President’s Commission has identified
the following problems with respect to adequacy and uni-
formity of Federal rules governing research with human
subjects: (1) lack of uniformity among component parts of a
department or agency (the Department of Defense, the De-
partment of Justice, and the Department of Transportation);
(2) inconsistency with respect to applicability of regula-
tions to all categories of research within a single Federal
entity (the Department of Education and NASA); and (3)
lack of complete uniformity among all Federal departments
and agencies.

The Commission believes that all research involving
human subjects that is supported by public monies should
conform to a uniform “‘core” of regulations. The provisions
announced by the Department of Health and Human Serv-
ices earlier this year and codified in 45 CFR 46 provide an
acceptable starting point for any attempt to achieve uni-
formity. The Commission notes, however, that many of the
variations adopted by other agencies appear sensible and
should be reviewed for possible incorporation in the regu-
lations of HHS which, thereafter, should become the
standard for all research regulated, conducted or supported
by Federal agencies or by direct appropriations from Con-
gress. Specific recommendations for improving the adequa-
cy and uniformity of Federal regulations governing re-
search with human subjects appear in Chapter Five.



The Adequacy and
Uniformity of the
Regulations’
Implementation

In evaluating the implementation of regulations gov-
erning research with human subjects, the Commission de-
termined that its most appropriate focus would be not on
the IRBs themselves but on the procedures of Federal
agencies and on the knowledge these agencies have about
the implementation of their rules for protecting human sub-
jects. The Commission reached this conclusion for several
reasons. First, it had neither the statutory life nor the budg-
et to undertake an empirical examination of IRBs compara-
ble to the two million dollar study supported by the Nation-
al Commission for the Protection of Human Subjects from
1975 to 1977. More important, that study is recent enough
so that its findings continue to have a great deal of cogency.
One of those findings was that IRBs were not consistently
implementing Federal policy particularly with respect to
the adequacy of consent documents and IRB involvement
after initial review of research proposals. Consequently, in
making its recommendations on IRBs, the National Com-
mission stressed the need for the Department of Health, Ed-
ucation, and Welfare (as it was then known) to engage in
vigorous “‘compliance activities” to determine how well its
regulations were being implemented and to supply necessa-
ry education, encouragement or punishment.!

By focusing on implementation from the Federal side,
the Commission intends also to encourage an examination
of some basic issues about the regulation of human re-
search. The ambiguous nature of the IRB system for
regulating human research has never been resolved; indeed,

1See, National Commission for the Protection of Human Subjects,
Report and Recommendations: Institutional Review Boards (here-
inafter, IRB Report) U.S. Government Printing Office, Washington
(1978) at 9—12 (Recommendation 2 and comment).
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it has seldom been addressed. To answer the simple ques-
tion, ““What is an IRB,” one must confront the tension that
is so often found with organizational hybrids. Or, to borrow
from the fable, the IRB is like an elephant being described
by blind men each of whom perceives it differently. The
central difference in perception is between a research insti-
tution's vantage point and that of the Federal government.
In the view of the former, its IRB is a local body; moreover,
it is a outgrowth of the traditional informal mode of “peer
review" that characterizes collegial, academic settings. Yet
from the Federal viewpoint—and as a matter of historical
fact>—the IRB today is a local body established under, and
responsive to, Federal rules; in effect, it performs delegated
functions under the supervision of Federal officials.?

Thus, while past descriptions have emphasized the in-
stitutional aspects of the IRB system it seemed appropriate
for the Commission to begin its examination of the “ade-
quacy and uniformity of the implementation of the regula-
tions’’ by focusing on the Federal aspects. In taking up this
specific statutory mandate, the Commission does not want
to be understood as denying the importance of trust in the
IRB system nor as pointing inevitably toward the displace-
ment of such trust by formal review mechanisms. Rather,
the Commission began its study of “the implementation of
the regulations’ by asking responsible officials to report on
their means for knowing that the authority delegated to lo-
cal institutions was being exercised so as adequately to pro-
tect human subjects. The result of this initial inquiry was
the finding that most agencies, including the grant and con-
tact wings of HHS, have only limited first-hand knowledge
of the actual performance of IRBs. The paucity of systematic
data was acknowledged by responsible officials, who de-
scribed for the Commission efforts that have recently been
made or that are planned to provide a better ongoing pic-
ture of the regulations’' actual application. A richer and
more detailed understanding of “the implementation of the

2Bernard Barber, John J. Lally, Julia L. Makarushka and Daniel
Sullivan, Research on Human Subjects—Problems of Social Con-
trol in Medical Experimentation, Russell Sage Foundation, New
York (1973) at 145-48.

3Although many IRB members may feel uncomfortable with such
a description of their role, the reality of their Federal responsibili-
ties cannot be denied. Nonetheless, an IRB is not confined to the
functions required by the Federal rules nor need it allow such re-
sponsibilities to prevent it from playing a role of internal leader-
ship within its institution. Robert Levine has written tellingly of
the cost to an IRB’s ““local credibility" if it identifies the source of
its authority and responsibility as resting outside the institution.
Robert J. Levine, Ethics and Regulation of Clinical Research,
Urban and Schwarzenberg, Baltimore (1981) at 227,
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regulations”’ came from a second source, namely the Com-
mission’s examination of the response of Federal agencies
to several reports of regulatory violations or of other serious
misconduct by grantees and contractors. While the few in-
stances of alleged misconduct and institutional or Federal
failings are not regarded by the Commission as representa-
tive of contemporary research or of the functioning of the
system to protect human subjects, the Commission is acute-
ly aware of the vulnerability of the present system to (prob-
ably unjustified) adverse judgements in the absence of sys-
tematic data that would allow the “problem cases” to be
viewed in proper perspective.

The Commission sought information not only from the
relevant Federal agencies but also through testimony from
IRB members and institutional administrators, papers pre-
pared under contract, conferences attended by members of
its staff, and recent articles that have appeared in the litera-
ture. (In this discussion, as in the previous chapter, the pri-
mary focus will be on the policies and procedures of HHS
with which other Federal agencies will be compared and
contrasted.)

Do Federal Agencies Know How IRBs are
Perfarming?

Within HHS, two methods are used for obtaining infor-
mation about IRBs. One approach was developed in NIH for
grantee institutions; the other was developed by FDA for re-
search in support of new drug applications. The former ap-
proach relies largely on a promise of faithful execution of
certain regulatory responsibilities by those at local institu-
tions who have agreed to undertake those responsibilities;
the FDA system relies primarily on a system of routine in-
spections performed during or after the conduct of the re-
search.

The Negotiation of ‘“Assurances” by HHS. The proce-
dures set forth in 45 CFR 46 require all grantee institutions
to provide written assurance that they will comply with the
HHS regulations to protect human subjects. An institution’s
assurance of compliance must be approved by the Office for
Protection from Research Risks (OPRR) within the Office of
the Director, NIH. The information contained in an assur-
ance provides the basis on which a determination is made
that the composition and operating procedures of the insti-
tution’s IRB meet regulatory requirements and that the in-
stitution is, therefore, eligible to receive HHS grants and
contracts for the conduct of research involving human sub-
jects. In the wake of the revisions to the regulations that
took effect in July 1981, new assurances of compliance must
be negotiated by all institutions. This process will take a
year or more. Indeed, the Director of OPRR reports that ne-
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gotiations for new assurances implementing the regulations
issued May 30, 1974, began in mid-1975 and took more
than two years to complete.*

Although the process of providing an assurance of com-
pliance with the regulations might ideally provide an occa-
sion for careful consideration by institutions of how they
will meet their responsibilities toward human subjects,
some aspects of .the manner in whieh new assurances are
being negotiated decrease the likelihood that grantee insti-
tutions will take advantage of the opportunity to review
their responsibilities.

A sample assurance (dated July 3, 1981, rev. August 11,
1981) has been distributed by HHS to each institution hav-
ing a general assurance on file with HHS under the old reg-
ulations. OPRR had described plans to offer institutions a
variety of model formats for re-negotiating their general as-
surances;’ instead, one sample was provided. In order to af-
firm its intent to comply with 45 CFR 46 an institution fol-
lowing this 22 page document would have to recite each
individual section and subsection of the regulations almost
in their entirety.® This recitation has the effect of a litany,

“Letter from Charles R. McCarthy to Morris B, Abram (May 7,
1980) at 2.

5See, e.g., Statement of Charles R. McCarthy at the PRIM&R Con-
ference on “The New Federal Regulations: What They Do and Do
Not Regulate,” Boston (March 26-27, 1981) at 38.

5To the extent that the ‘‘sample assurance” does go beyond the
regulations, questions of a different sort are raised. The sample is
not formulated as a series of issues of administration and structure
that OPRR believes ought to be addressed. Rather, it sets forth a
structure which—by its very conjunction with many requirements
of the regulations—HHS seems to expect of an institution. In ef-
fect, by including a number of items not covered by the regula-
tions (e.g., the whole concept of an “‘appeals IRB""; 7 of the 15 ele-
ments of “'institutional policy' in Sec. I.C. of the *sample”
assurances; etc.), the Department appears to adopt policies, prin-
ciples or rules that have not been subject to the usual process of
scrutiny and comment that is necessary in promulgating federal
regulations under the Administrative Procedure Act. The
‘‘sample’’ assurance notes at several points that facets which have
been made up out of whole cloth (e.g., the creation of an “Office
of Research Administration” to exercise administrative responsi-
bilities, including some which, under 45 CFR 46, appear to rest
with the IRB) ““will not be appropriate for some institutions and
are not required by the HHS regulations.” Yet this disclaimer is
not provided about many of the amendations to the regulations
and, in any event is dissipated by the overall impression created
that the model assurance represents the Department’s expections.
For example, the cover letter informs each institution that “In
preparing this sample assurance we have attempted to include all
of the elements necessary for compliance with the new regula-
tions."
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rather than focusing an institution’s thinking on the specif-
ic administrative and structural arrangements through
which it will carry out the commitment to abide by 45 CFR
46. Not only is such reiteration unnecessary—a one sen-
tence promise to comply with all regulatory requirements
would serve the same function—but it may discourage
thoughtful self-scrutiny and actual compliance.

OPRR has explained its choice of format for negotiating
assurances by stating that when such a detailed assurance is
distributed within an institution “the relevant parts of the
regulations would [thereby] be in the hands of the individ-
uals with responsibility for complying with them.” Yet this
laudable objective is defeated by the chosen format. The
sample assurance makes oblique cross references to the reg-
ulations; this would make it necessary for anyone expecting
to undertand the assurance to have a copy of the regulations
in hand as well.”

The Commission realizes that while another approach
might have been preferable, the single sample assurance is
already in use. Moreover, the Department has told the Com-
mission that it shares the Commission’s concern that the ne-
gotiation of new assurances by all research institutions be

0

"For example, there are many statements of the sort that the insti-
tution will act ““in accordance with 45 CFR 46.116" or “will com-
ply with the policies set forth in 45 CFR 46 Subpart C." The
baldest example of the need for an accompanying set of regula-
tions occurs on the very first page (Sec. [.A.2) of OPRR’s model as-
surance: “Only provisions [I.A.16; II.B.1.a,b,d,e,f; and IIL. of this
assurance are applicable to the activities listed above if the only
involvement of human subjects will be in one or more of the cate-
gories exempted or waived under 45 CFR 46.101(b)(15) or
46.101(e)."”
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regarded as an important opportunity for self-examination
and appropriate ingenuity on the part of research institu-
tions as they develop administrative mechanisms respon-
sive to their particular needs. The effort devoted to this can
yield great dividends in institutional sensitivity to, and
readiness to provide effective protection for, the subjects of
research.

The Steps Taken by OPRR to Improve Implementation.
A more serious limitation of the assurance procedure as it
presently exists is its emphasis on providing only a pro-
spective picture of the process of research review that an in-
stitution will follow. Recognizing that this provides very
little information about the actual performance of the IRB,
OPRR has taken several steps. The first, which has been in
existence for some time, is to respond to any serious prob-
lems that come to the office’'s attention. Mechanisms exist
to bring to OPRR’s attention some problems in IRB opera-
tions, though they are far from complete or systematic. In
any case, most of the “problems’ uncovered have not prov-
en to be serious; most are disposed of through a phone call
to the institution or through an exchange of correspond-
ence.

To increase its awareness of the adequacy of IRB func-
tioning, OPRR has instructed each ‘“‘study section’ (initial
review groups which advise the Institutes on the scientific
merit of applications for grants and contracts) to evaluate
the investigators’ descriptions of six factors bearing on the
protection of human subjects (see Appendix B). The “Sum-
mary Statement” for each research application, prepared by
the executive secretary of the study section, provides a
means for the section members to express any concerns
about the description of risks, the adequacy of protection
against risks, and the balance between risks and benefits. If
problems relating to the protection of human subjects are
identified by a study section, they are called to the attention
of the Institute's advisory council or board when the project
is under consideration for funding. OPRR plays a coordi-
nating role in resolving any such problems before HHS
funds are permitted to be expended.

OPRR reports that it is planning to systematize the in-
formation available from the “‘Summary Statements’ into a
data base which could be used to evaluate the IRB system in
general and the performance of each IRB in particular. The
Commission hopes to learn more about these efforts as part
of its work on its next Biennial Report. The sensitivity of
such a system is a matter of special concern; for example,
will it be able to differentiate serious problems from clerical
errors on the part of an investigator or IRB, or to separate
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those instances in which concerns raised by study sections
that are found to be “‘justified’’ from those which are merely
“differences of opinion’’ between a study section and a con-
scientious IRB?

Study section review does not provide OPRR either
with general information about IRB functioning (since each
study section looks only at the “‘end product” of IRB action
in the cases it is reviewing and not at overall IRB activities)
or with particular information about the manner in which
an IRB follows up on research once approved. Some first-
hand information is available to OPRR, however, through
various site visit mechanisms. Although OPRR itself has
conducted only a few such on-site inspections, the routine
institutional site visits conducted by scientific review
groups in the General Clinical Research Centers Program
(which is operated by the Division of Research Resources at
NIH) include meetings with IRB members and review of IRB
practices. Summary reports of those site visits are reviewed
by OPRR; none has triggered further review of an IRB by
that Office.?

In responding to the National Commission’s recom-
mendation of “compliance activities,” such as IRB audits
and site visits, the Department in August 1979 said that
Congressional action would be unnecessary on this point,
since such practices were already part of HHS procedures.
As already described, systematic efforts in the direction of
“compliance’’ (as opposed to ‘‘assurance’’) mechanisms are
still far from complete. Indeed, representatives of the De-
partment have explained that steps toward auditing IRB
performance which were described to the Commission in
May 1980 remain in the planning stages because OPRR’s
limited resources are largely devoted to the regular process
of reviewing all NIH research proposals for compliance
with the regulatory requirements and to the negotiation of
new assurances under the regulations promulgated in Janu-
ary 1981.

Although OPRR has not yet instituted regular site vis-
its, it reports that some site visits have been conducted. Yet,
since well-defined procedures for auditing IRBs are lacking,
OPRR had difficulty in giving a complete picture of the site
visits it has conducted. In a letter to the Chairman of the
Commission in May 1980, the Director of OPRR defined site
visits to include ‘““examination of IRB minutes and inter-
views with the chairmen and members of the IRB, adminis-
trative staff, and research investigators’ and reported that
OPRR carried out two such site visits in Fiscal Year 1979

8 Letter from Dr. McCarthy to Morris B. Abram (May 7, 1980) at 3;
see also testimony of Dr. McCarthy, transcript of 2nd meeting of
the President’s Commission (May 16, 1980) at 81—82,
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and three in Fiscal 1980.° The Deputy Director of OPRR
testified in November 1981, however, that his office had
conducted a total of 80 site visits between 1975 and 1981,
although many of these were “‘of a routine nature to assist
institutions in complying with the regulations in circum-
stances of special complexity (cooperative research projects
of a large scale) or to provide guidance and information on
HHS policy and to discuss general problems of IRB opera-
tion.”1? Clearly, the November 1981 statement reflects a
very different (i.e., more expansive) notion of what consti-
tutes a ‘‘site visit.,”” Indeed, the OPRR officials agree that the
number of such visits that could properly be termed ‘‘au-
dits” of IRB operations was probably “‘very small,” and that
few if any of those conducted were in response to allega-
tions of serious problems or to reports from FDA inspection
teams, or from the reports of NIH study sections’ con-
cerns.!! The additional contacts with research institutions
do, however, provide OPRR with “extensive general infor-
mation about IRB functioning even though the information
lacks the precision that might come from formal IRB audits
and site visits (in the narrow sense).””12

In order to mount effective ‘“‘compliance activities,”
OPRR will need a schedule of, and defined procedures for
conducting, either routine or “spot” audits of IRBs. Such
steps would permit genuine ‘‘site visits’’ to be readily dis-
tinguished from visits to provide guidance or information,
on the one hand, and from extraordinary investigations of
alleged misconduct, on the other. In order to help HHS ob-
tain more than sporadic glimpses of the performance of
IRBs, the Commission is working with OPRR (and the FDA)
to develop means of obtaining information about IRBs that
are both economical and likely to promote the system'’s
highest aspirations. (Further information on this point is
contained in Chapter Four.)

Food and Drug Administration. An approach that is
very different from that of NIH is followed by the Food and
Drug Administration (FDA), even though it is also a compo-

9Testimony of Charles MacKay, Deputy Director, OPRR, transcript
of 14th meeting of the President's Commission (November 14,
1981) at 320. See also, “‘Response to Request for Comments and
Corrections of Biennial Report (undated, distributed by Dr.
McCarthy to members of the Commission and Staff on November
14, 1981) part II at 7,

10Testimony of Charles McCarthy, transcript of 14th meeting of
the President’'s Commission (November 14, 1981) at 321.

11Testimony of Dr. McCarthy and Dr. MacKay, 14th meeting of the
President’s Commission (November 14, 1981) at 333-4,

12Letter to Commissioners from Dr. Charles McCarthy (December
28, 1981).
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nent of the Public Health Service within HHS. The FDA
regulates research, regardless of the source of funding, that
is performed in support of applictions for approval of new
drugs, biologicals, and medical devices to be sold in inter-
state commerce. Research of this type often presents the
greatest need for protection of human subjects.

With the 1981 revisions, the FDA regulations on re-
search involving human subjects have become almost iden-
tical to those of 45 CFR 46, with one important exception
(and several minor ones). The FDA does not require prior
agency approval of the composition and procedures of IRBs.
Instead, FDA makes site visits (“inspections’) to approxi-
mately 400 IRBs annually to monitor compliance with the
requirements of its regulations. Routine inspections in-
clude initial inspections and subsequent inspections every
2-3 years for those IRBs found to be in full compliance, or
within two years for IRBs found to have only minor defi-
ciencies. Directed inspections are conducted within six
months after a routine inspection reveals serious noncom-
pliance with the regulations or when FDA receives informa-
tion that calls into question the practices of a particular
IRB. These site visits are built around the “paper trail” of
studies of particular drugs and devices selected by the FDA
inspectors. In other words, the performance of the institu-
tions and its IRB are judged on the basis of its documenta-
tion of compliance with the regulatory requirements as ap-
plied to one or more investigational drugs or devices. (See
Appendix B for further description.)

Thus, the FDA does not necessarily know whether an
IRB is properly constituted (or even that it exists) unless or
until a routine inspection is conducted or some problem
arises that triggers an investigation ‘‘for cause.”1?® The site
visits do provide FDA with a means of evaluating the per-
formance of IRBs although, as described in Appendix F,
both the quality of the inspections and the communications
of findings to OPRR deserve further attention.

Other Federal Agencies. Outside HHS, of the 17 Feder-
al agencies that have adopted the IRB (or similar commit-
tee) as a mechanism for assuring the protection of human
subjects, 12 report that they rely entirely on an agency re-
view of IRB membership and an assurance of compliance

13In a case in which a criminal indictment was recently handed
down in Pennsylvania, a scientist allegedly conducted drug re-
search over a period of years without benefit of IRB review. It was
only when an FDA reviewer questioned some of the data
submitted that an investigation was initiated and it was discov-
ered that the IRB which had purportedly reviewed the protocols
had never existed. (United States v. Levine, No. 81-203,
E.D.Pa., Indictment, July 9, 1981, Count 18(e) at 8).
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similar to that required by HHS in its approval of institu-
tional assurances (see Table 5). Indeed, six of these agencies
require grantees and contractors to have an assurance
approved by HHS: the CIA, Department of Commerce, De-
partment of Education, National Highway Traffic Safety Ad-
ministration (a component of the Department of Transporta-
tion), the Environmental Protection Agency, and the
National Science Foundation. Eleven accept either an assur-
ance approved by HHS or their own review of IRB composi-
tion and procedures. Of these, the Red Cross relies on a sys-
tem of general assurances, but reports that many of its IRBs
have been inspected by the FDA.

Six agencies monitor extramural IRBs via procedures
that go beyond a review of IRB membership and acceptance
of an institution’s promises to comply with regulations. The
CIA reports that it conducts site visits ‘“where applicable”
and that CIA program managers provide continuing review
of the conduct of research projects. Within the Department
of Justice, the Federal Bureau of Prisons conducts site visits
at least once every two years to inspect both IRBs and ongo-
ing research programs; and both the Law Enforcement As-
sistance Administration (LEAA) and the National Institute
of Justice monitor research via weekly phone calls and peri-
odic site visits. The Veterans Administration has a system
of regular site visits through which the Research Advisory
Committee in Washington monitors both IRB performance
and the conduct of research at VA facilities, and through
which IRBs (regional “Human Rights Committees’’) monitor
the conduct of research in the cooperative study programs.

Finally, within the three components of the Department
of Defense, intramural IRBs are responsive to a commander
who approves all IRB proceedings, and IRBs at institutions
receiving Defense Department contracts are subject to re-
view by contracting headquarters. There is no mechanism,
however, for systematic monitoring of either the conduct of
extramural research or the performance of grantee or con-
tractor IRBs except in the Army, whose Medical Research
and Development Command conducts site visits to each
contractor prior to approval of the contract. One of the site
visitors must be qualified to perform technical review; the
other must be qualified “to evaluate the contract as an ad-
vocate of the human subjects.”

A modest check on IRB performance is provided in
some agencies through review of consent forms. At the Con-
sumer Product Safety Commission, consent forms must be
approved by the agency prior to initiating research and all
signed consent forms are reviewed—and retained—by the
agency. Within the Public Health Service, by contrast, rou-
tine submission of consent forms to be used in proposed re-
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search activities is generally not required. The study sec-
tions do not routinely examine consent forms, and OPRR
reports that, given the volume of research projects flowing
through that Office, it cannot undertake this added func-
tion. At one time ADAMHA reviewed all consent forms for
research it supported, but this practice has now been cur-
tailed, The lone present exception in HHS arises when the
government (most usually, the National Cancer Institute) is
acting as a “‘sponsor’’ of a drug or device being tested, since
the FDA requires all sponsors to review consent forms.

Are IRBs Able to Understand
and Fulfill Their Obligations?

This is plainly a time of transition for the IRB system.
The National Commission for the Protection of Human Sub-
jects gave careful consideration to the institutional review
system and issued recommendations supportive of the basic
elements of that system while at the same time seeking to
strengthen certain of its important facets. The new regula-
tions, issued by HHS early in 1981, are based substantially
on the National Commission’s recommendations, and insti-
tutions are now at various stages in revising their proce-
dures and negotiating with HHS to accept their assurances
of compliance with the regulations. Moreover, HHS is in
the process of developing educational materials and confer-
ences to assist IRBs in understanding their responsibilities
under the new regulations. Thus, while a new general as-
sessment of the basic institutional review system would be
premature, it is appropriate to examine particular problem
areas which arose prior to 1981 and appear to be incom-
pletely resolved by the new regulations. Two requirements
that seem to pose the greatest difficulty are: (1) continuing
review by an IRB of projects it has approved and (2) IRB re-
porting of adverse affects of serious and continuing non-
compliance.

Initial Review. The IRB study undertaken by the Na-
tional Commission for the Protection of Human Subjects
suggested that IRBs had a fairly good understanding of
most of their responsibilities for initial review of research
involving human subjects, although 25% of IRB members
felt that they, and researchers, needed more information
(i.e., better definitions and clearer guidelines) from the De-
partment.'* The recent revisions in the HHS regulations
provide more explicit guidance than previously offered as
to what constitutes research with human subjects and what
categories of such research must be reviewed or,
alternatively, need not be reviewed. It remains to be seen
how well the new regulations and the planned educational

“]IRB Report, supra note 1, Appendix at I-263 (Table XVII-10).



Implementation of the Regulations 47

programs will meet the IRBs' needs for further guidance.
Many of the most important decisions made by IRBs are
matters of interpretation and judgment. These are best left
to the IRB, as they are not likely to be improved by ever
more detailed regulations.

Continuing Review. In contrast to the IRB’s role in ini-
tial review, available information strongly suggests that
many IRBs do not understand what is expected in the way
of “continuing review’ of projects that the IRB has ap-
proved. Although continuing review has been required
since 1971,!5 the survey conducted for the National Com-
mission between July 1, 1974, and June 30, 1975, found that
only 20% of IRBs routinely designated members or other
representatives to observe the manner in which a research
project was being conducted; 63% reported that they never
did, and 17% said that they did under certain circum-
stances. Moreover, 38% of the IRBs reported that in few or
none of the proposals they reviewed was there even an un-
derstanding that the project would be reviewed again after a
specified period of time and 47% seldom or never received
copies of interim reports.®

The problems manifested in these statistics clearly
need attention. Some improvement might even occur as
part of the current process of negotiating assurances with
research institutions, if certain definitional difficulties were
overcome. For example, “continuing review' and ‘“‘annual
review’ appear in the HHS regulations to refer to separate
functions (with distinct purposes and justifications). Yet
the regulations do not make clear the meaning of the two
terms nor the resulting expectations for institutional behav-
ior.t?

Moreover, anecdotal information received by Commis-
sion staff at IRB conferences, and testimony presented to
the Commission at hearings in Boston and Los Angeles, in-
dicate the need for better guidance as to the Department's
expectations. It appears that few IRBs perform ongoing re-

15Department of Health, Education and Welfare, Public Health
Service, NIH, The Institutional Guide to DHEW Policy on Protec-
tion of Human Subjects, U.S. Government Printing Office, Wash-
ington (December 1, 1971) at 8.

16 [RB Report, supra note 1, Appendix at I-207 and at 1-44. In
fact, 60% of IRBs never received a copy of final reports.

1745 CFR §46.103(b)(4) sets forth in separate subsections that an
institution’s assurance must contain the ‘“‘written procedures
which the IRB will follow" for “‘conducting its . .. continuing re-
view of research. . ."” and for “determining which projects require
review more often than annually...” 45 CFR §46.109(e) states
that an IRB “‘shall conduct continuing review of research covered
by these regulations at intervals appropriate to the degree of risk,
but not less than once per year. . ."
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view .of the actual conduct of research; and those that do
sometimes meet with resistance.8

In addition, there is evidence that at least some IRB
members disagree among themselves as to the nature of
their responsibility to provide continuing review.!® Indeed,
some IRBs may even be unaware whether their conclusions
and directives are being carried out. For example, in testi-
mony before the Commission a member of one IRB told of
her surprise, when her group was called upon to provide an
annual re-approval of an ongoing project, to discover that
the investigator had been using the consent form found in-
adequate a year earlier by the IRB rather than the one that
they had approved as modified.2° Two Commissioners with
extensive IRB experience agreed that this is not uncom-
mon.2!

What is known is that, since HHS funding agencies re-
quire certification of IRB approval at least annually, such
certification is provided for continued HHS funding. This
reapproval by the IRB is clearly intended by the Department
to be as serious a matter as a project’s initial approval; it is
to be based on reports from principal investigators as to the
progress of their research and its effects on subjects. The
Department lacks data on whether or not this responsibility
is generally carried out in the intended manner.

Furthermore, beyond this annual review, HHS has not
shown that the amount or nature of ‘‘continuing review”
performed by IRBs has improved since 1975. At the very
least, it is apparent that whatever the procedures followed
by IRBs they were not sufficient to identify even those cases
of alleged misconduct reviewed by the Commission which
involved research reviewed and approved by an IRB (with
the possible exception of the incidents at UCLA), all of
which came to light outside these channels. Thus, the Com-
mission has no basis for judging whether or not the require-
ment of continuing review is being implemented, although

18See, e.g., Erica |. Heath, “The IRB’s Monitoring Function: Four
Concepts of Monitoring,” 1 IRB(5) (Aug/Sept. 1979); Testimony of
Leonard Glantz and Judith Watkins, Tenth Meeting of the Presi-
dent’s Commission, Boston (June 5, 1981); papers prepared for the
Workshop on Whistleblowing in Biomedical Research, sponsored
by the President’s Commission, the AAAS Committee on Scientif-
ic Freedom and Responsibility, and Medicine in the Public Inter-
est, Washington (September 21-22, 1981).

19Testimony of Leonard Glantz and Judith Watkins, supra note
18.

20Testimony of Judith Watkins, supra note 18.

21Comments of Commissioners Jonsen and Medearis, 15th meet-
ing of the Commission, Washington (December 12, 1981), at 137A.
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it does not doubt that many IRBs are attempting to, and suc-
ceeding in, executing this responsibility in a conscientious
and even creative fashion.

Within the other Federal agencies, the situation is es-
sentially the same because they follow the HHS regulations
and therefore provide no clearer or more detailed direction
to their IRBs than is provided by HHS. In highly structured
departments, however, some oversight is possible. Thus,
the CIA reports that program managers provide continuing
review of ongoing research actually being conducted under
the Agency’s auspices. Similarly, in the Veterans Adminis-
tration, the IRBs (“Human Rights Committees'’) of each of
four regional Cooperative Study Coordinating Centers make
at least three site visits per year to the various medical cen-
ters participating in the cooperative studies. The visits are
designed to determine the degree of compliance with, and
implementation of, requirements for informed consent and
adherence to both the letter and the spirit of guidelines for
protecting the rights and welfare of human subjects. During
the site visits, IRB members hold discussions with principal
investigators and other members of the research team as
well as with some of the re-
search subjects. In addition,
when deemed appropriate,
they review individual medi-
cal records, Members or rep-
resentatives of the VA’s Re-
search Advisory Committee
(under the direction of the
Assistant Chief Medical Di-
rector for Research and De-
velopment, in Washington)
visit the larger VA medical
centers (those with annual re-
search budgets in excess of
$500,000). These site visits
look primarily at the adminis-
tration of the medical center’s
research and development
program, through the opera-
tion of their IRBs (‘““‘Human
Studies Subcommittees”), the
Research and Development
Committee, and the Office of
the Assistant Chief of Staff for
Research and Development.

Reporting Requirements, The requirement that IRBs re-
port any unanticipated problems involving risk to subjects
or to others that arise during the conduct of research was
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introduced in HHS regulations in 1974.22 The Director of
OPRR testified to the Commission that this is interpreted to
require reporting only of adverse effects not anticipated by
the investigator and thus not reflected in the research pro-
posal and consent documents at the time of initial review.?3
The result is that theoretically, at least, one could expand
the catalogue of “risks’” in advance, and thus reduce the ob-
ligation to report harm to subjects, even when some of the
risks are so improbable that their manifestation would, in
common sense terms, be “unanticipated.”

In the review of IRB practices conducted for the Nation-
al Commission by the Survey Research Center at the Uni-
versity of Michigan during the first year the 1974 regula-
tions were in effect, fewer than half of the IRBs had either a
formal or an informal policy with regard to investigators’
reporting research-related injuries or harm to subjects to the
IRB.?* From data developed during its study of compensa-
tion for research injuries, the Commission is aware that
present procedures do not lead all events reasonably re-
garded as adverse effects to be reported. Indeed, only two
adverse effects associated with HHS-supported research
were apparently reported to OPRR by either IRBs or investi-
gators from 1975-1980. OPRR staff testified that “a small
number” of additional reports have been received, through
telephone complaints from individuals, most of which
“have proved to be unfounded or unverifiable.””2s In 1981, a
third serious injury was reported in research supported by
the Department: “‘cardiac arrest with successful resuscita-
tion and no permanent damage.’2¢ Thus, both in its inter-
pretation of its regulations and its guidance to IRBs on this
point, the Department should encourage more active imple-
mentation of the requirement that injuries be reported. The
Commission is pleased to note, however, that the regula-
tions issued in 1981 now specify a particular HHS office
and address to which reports should be addressed rather
than simply ‘‘to the Secretary.”

Besides specifying the office to which reports ought to
be sent, the 1981 revision of the HHS regulations added a
new reporting requirement: IRBs must report not only

2245 CFR §46.6(d), 39 Federal Register 18914, 18918 (May 30,
1974).

23Testimony of Charles R. McCarthy, Second Meeting of the Presi-
dent’s Commission, Washington (May 16, 1980) at 93—96.

24]RB Report, supra note 1, Appendix at [-35, [-205.

25Letter from Charles R. McCarthy to Morris B. Abram (May 7,
1980).

26*'Response to Request for Comments and Corrections of Biennial
Report’’ (November 10, 1980); see also chart submitted by Charles
R. McCarthy (November 25, 1981).
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unanticipated problems involving risks to subjects but also
any serious or continuing noncompliance with the regula-
tions or with the IRB’s determinations.?? The regulations as
written, however, appear to contemplate that the responsi-
bility for investigating and reporting rests with the IRB, and
the sample assurance promulgated by OPRR, in describing
this provision, states:

For reporting purposes, the IRB will follow the proce-
dures described below:

(1) Any serious or continuing noncompliance by re-
search investigators with the requirements of the
IRB—This information shall be reported promptly to
the ORA [an administrative office within the research
institution to be specified in the new assurances] and
OPRR.28

As encouragement to implement this provision, local
institutions require guidance on the meaning of the terms,
i.e., whether or not certain behavior is sufficiently serious
or continual as to warrant reporting to OPRR and institu-
tional officials. Although no definition of ‘‘serious and
continuing noncompliance” has yet been provided OPRR’s
plan to issue an official commentary to the regulations may
meet the IRBs’ need for guidance. A review of a random se-
lection of general assurances now on file at HHS suggests,
however, that not all IRBs currently have the authority
within their institutions to fulfill this obligation. It is also
not clear whether all IRBs would have sufficient autonomy
to report to HHS any conduct that the institution’s adminis-
tration attempted to conceal if disagreement were to arise
on the matter between an IRB and the institution's adminis-
tration.

The role the IRBs currently have in investigating or
resolving reports of misconduct is far from consistent. In-
deed, the notion that IRBs should have any role in such ac-
tivities has been strongly challenged. In testimony received
in Boston and Los Angeles from IRB members as well as
from hospital and university administrators, and in papers
prepared for and discussions held at a 2-day workshop on
the role of the IRB in responding to reports of misconduct,
the consistent recommendation was that IRBs not be re-
quired to perform monitoring, investigative or adjudicative
functions. Some people stressed that in most institutions
IRBs have neither the time, the resources, nor the expertise

2745 CFR §46.108(c), 46 Federal Register 8366, 8388 (Jan. 26,
1981). Such reports may become the basis for a determination by
the Secretary to suspend, terminate or withhold research grants or
contracts as provided in 45 CFR §46.123.

28Sample Assurance issued by OPRR (July 3, 1981 as revised Au-
gust 11, 1981) at 17.
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to discharge such responsibilities. Others added that adop-
tion of such a role would interfere with the primary func-
tion of IRBs: to educate and advise research scientists and
to resolve problems in a constructive way. Finally, it was
pointed out that most hospitals already have quality assur-
ance mechanisms and other investigative and dispute-
resolution bodies in place, as do many universities.

Many witnesses and consultants strongly urged that,
through a reversal of the chain-of-command-and-
information now specified in the regulations, IRBs be kept
informed of all reports and investigations conducted by
other responsible institutional bodies relating to miscon-
duct in research involving human subjects, and that IRBs
retain the authority to call for such an investigation when
reports of misconduct come to their attention. To make
such an arrangement effective, an IRB would, of course,
need a defined relationship to the quality assurance com-
mittee and its activities. The prevailing view was that the
primary responsibility for investigating and resolving com-
plaints not be assigned to the IRB.

Among the other Federal agencies that conduct or sup-
port research with human subjects, only four indicated that
there had been any adverse effects arising in the course of
such research: the Bureau of Standards (reporting two inju-
ries), the Federal Bureau of Prisons (citing one lawsuit in
which injury was alleged), the Environmental Protection
Agency (reporting one adverse reaction) and the Veterans
Administration. Within both HHS and the Department of
Defense, it is possible that adverse reactions are sometimes
reported to project officers or others within the Department.
However, there is no central office to which all such reports
are referred or any other coordinated system for obtaining
and recording such information.

Although not themselves free of all problems, the meth-
ods and standards of the FDA indicate that more complete
and informative reporting is feasible. Regulations gov-
erning research subject to FDA regulation require that clini-
cal investigators report unanticipated problems involving
risk to subjects to the IRB and also report “any adverse ef-
fect which may reasonably be regarded as caused by, or is
probably caused by, the new drug"” to the sponsor of the re-
search (e.g., the drug company, the National Cancer Insti-
tute, etc.). The sponsor, in turn, must investigate promptly
and report to the FDA and to all investigators “any findings
associated with (the use of the drug that may suggest signif-
icant hazards, contraindications, side-effects, and precau-
tions pertinent to the safety of the drug.” The FDA Acting
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Associate Commissioner for Health Affairs estimates that
such reports number in the hundreds.?®

How Do Federal Agencies Respond to Reported or
Documented Violations of the Regulations or Other
Serious Misconduct of Grantees or Contractors?

The uncertain resonse at the institutional level to re-
ports of alleged misconduct in Federally funded biomedical
research is mirrored by a similarly uneven response at the
agency level. The Commission’s review of agency policies
and procedures in this regard is based upon a study of sev-
eral widely reported incidents of alleged misconduct and
upon a series of questions posed to the heads of depart-
ments and agencies that conduct or support research with
human subjects.

Case Studies. A series of allegations of misconduct on
the part of principal investigators and/or junior researchers
has been widely reported in the press over the last several
years. The cases are summarized in Table 6 and described
in Appendix F. Having investigated the procedures fol-
lowed in each instance, including the Federal response to
these incidents, the Commission concludes that policies
and procedures for a coordinated, timely, and consistent
federal response still need to be developed.

Specifically, taken together these cases indicate a need
for: (a) identification of a particular office within each re-
search institution to which reports of alleged misconduct
should be directed; (b) clarification of the role of IRBs in re-
sponding to allegations of misconduct; (c) clarity about the
responsibility of institutional officials to report formal find-
ings of misconduct to the cognizant federal agencies; (d)
better guidelines for the timing and mode of the Federal
agencies’ response; and (e) better coordination and commu-
nication among Federal agencies with respect to investiga-
tions of reports of serious misconduct, formal findings of
facts, and imposition of sanctions based upon such find-
ings.

Questions Posed to the Secretary, HHS. On September
18, 1980, after reviewing materials relating to the allega-
tions concerning the University of Kansas and Boston Uni-
versity, the Commission through its Chairman, Morris B.
Abram, wrote to Patricia Roberts Harris (then Secretary of
HHS) that “if correct, these reports raise serious concerns
particularly with respect to implementation of the Depart-
ment’s rules.” Mr. Abram asked for copies of any and all re-

29Memorandum from Acting Associate Commissioner for Health
Affairs (FDA) to Director, OPRR (NIH) (November 10, 1981) com-
menting on a preliminary draft of this report on the Protection of
Human Subjects.
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ports related to the two incidents. The heart of the Commis-
sion’s interest lay, however, with several matters of general
policy: (a) whether (or when) it was expected that IRBs and
review groups within HHS would be told of serious allega-
tions or findings of misconduct on the part of a scientist
whose application for funding is under consideration; (b)
the extent of a principal investigator's accountability for re-
search performed under his direction; (c) the Department’s
interpretation and application of its regulatory provisions
that research funds may be withheld from researchers who
“fail materially’’ to protect human subjects; (d) the proce-
dures designed to protect the rights of those who make alle-
gations and those against whom allegations are made; and
(e) the effects on human subjects of falsification of research
data.

In April 1981, HHS Secretary Richard Schweiker
replied that the answers to most of the questions about pol-
icy and standards posed by the Commission would depend
upon the particulars of a given case. For further guidance,
the Secretary referred to the Department’s debarment
regulatons (45 CFR 76) issued on October 8, 1980.3° Yet, as
earlier noted by Donald Fredrickson (then Director of NIH),
those regulations were designed to preclude persons guilty
of fiscal mismanagement or fraud from receiving further
HHS grants or contracts. As written, the regulations do not
specifically refer to violations of the regulations governing
research with human subjects or to scientific fraud.3! The
debarment regulations do provide for notice, formal hear-
ings, and other “due process” protections for individuals
accused of fraud and abuse or serious violation of applica-
ble regulations or conditions governing an HHS grant or
contract. The procedures set forth in those regulations have
yet to be invoked by NIH, however, although at least two
scientists accused of violating the human subjects regula-
tions have had their research funds curtailed in the year
since those regulations took effect (see Appendix E).

On several subsequent occasions, the Commission in-
quired of HHS officals about the Department’s interpreta-
tion of its rules and how one determines what course of ac-
tion to take in response to allegations of misconduct or
formal findings that misconduct has occurred. Following
Secretary Schweiker’s letter referring to the debarment reg-
ulations, the Commission’s chairman wrote the Secretary
asking for a meeting to explain the Commission’s contin-

3045 CFR 76; 45 Federal Register 67262 (October 8, 1980).

31Memorandum entitled *‘Rogues in Science’’ from the Director,
NIH to the Secretary, HHS (August 7, 1980).
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uing concerns more fully.32 The Secretary declined to have
such a meeting at that time but indicated that Charles
McCarthy, the official HHS liaison to the Commisson would
continue to provide assistance.?®> The Commission staff,
therefore, arranged for Dr. McCarthy to testify at the Sep-
tember 1981 meeting of the Commission in order to fill in
certain points that remained unresolved. In a memorandum
confirming that agreement, written in order to provide ad-
vance notice of the questions to be asked and to focus
discussion at the meeting on policy rather than on individ-
ual cases, the issues relating to the Department’s debarment
procedures were set forth as follows:

Implementation of the Debarment Regulations (45 CFR
76):

a. What are the roles and responsibilities of the various
offices at NIH (e.g., OPRR, General Counsel, Associate
Director for Extramural Research and Training, etc.)
with respect to decisions to initiate debarment pro-
ceedings?

b. Who has final authority with respect to such deci-
sions?

c. May suspension of funds or similar sanctions be
imposed without invoking the debarment process?

d. If alternative procedures are available, by whom,
and according to what standards, are choices made as
to which procedure to follow in a particular case?

e. At what point in consideration of debarment will a
subject of investigation be formally notified so that he
or she may request a hearing under section 76.14(b)?

f. What factors will be considered in deciding when
that point has been reached? Who will make the deter-
mination?
g. May a grantee institution or principal investigator,
who is the subject of an investigation regarding al-
leged misconduct, request that debarment proceedings
be initiated in order to invoke the hearing provi-
sions?34
Although he had originally agreed to discuss these matters,
Dr. McCarthy notified the Commission on September 1 that
he now felt it inappropriate to do so because some investi-

321 etter from Morris B. Abram to Richard S. Schweiker (May 11,
1981); see Appendix F,

33 Letter from Richard S. Schweiker to Morris B. Abram (Aug. 24,
1981); see Appendix F,

34Memorandum from Deputy Director, President’s Commission to
NIH Legal Advisor and Director, OPRR (August 17, 1981); see Ap-
pendix F.
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gations were still in process.3 He then agreed to meet with
Commission staff to discuss the possibility of a written re-
sponse. When the written response was delivered to the
Commission in mid-November, Dr. McCarthy stated that it
would be premature to answer the series of questions about
debarment procedures because Secretary Schweiker had by
then agreed to a meeting to discuss those issues, among
others.3

On December 3, 1981, Secretary Schweiker, together
with the Assistant Secretary for Health, the Assistant Secre-
tary for Planning and Evaluation, and two members of the
Executive Secretariat, met with Commission Chairman
Abram, and the Executive and Deputy Directors of the Com-
mission. As a result of a full exploration of the issues, the
Secretary proposed that the Assistant Secretary for Plan-
ning and Evaluation work with senior Commission staff to
spell out standards under existing regulations for the De-
partment’s response to reports of misconduct that would
meet the concerns of the Commission as well as those of
HHS and the research community. The Commission wel-
comes this collaborative effort and fully expects that its
next Biennial Report will describe the articulation—and
implementation—of the relevant policies and procedures.

The FDA’s Disqualification Procedures. The FDA has
had disqualification procedures in place for a number of
years, and since 1964 has invoked those procedures to dis-
qualify 42 scientists from further research under that agen-
cy's jurisdiction for varying periods of time. Twenty-six of
those disqualifications occurred within the last five years.??
Serious deficiencies in the conduct of research, including
fraudulent reporting of data or noncompliance with regula-
tions for the protection of human subjects, can form the ba-
sis of a disqualification proceeding at FDA.

As explained more fully in Appendix E, however, the
process of systematic sharing between NIH and FDA of in-
formation about scientists who are the subject of an investi-
gation or who have been subject to agency sanctions is not
yet fully developed. Active sharing of information regard-
ing formal findings of misconduct with other Federal

35 etter to Barbara Mishkin from Charles R. McCarthy (September
1, 1981); see Appendix F.

36“These questions overlap with many of the questions answered
in Secretary Schweiker’s letter of April 15. Since the Secretary has
agreed to meet with the Chairman and Commission staff, it would
be premature to amplify what was said in the April 15 letter.”’ Let-
ter to Barbara Mishkin from Charles R. McCarthy (November 10,
1981); see Appendix F.

37FDA list entitled “Investigators Found Ineligible to Receive
Investigational New Drugs'' (December 7, 1980).
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agencies or with appropriate state licensing bodies or pro-
fessional societies is limited to a “‘need to know" basis (i.e.,
if the investigator was employed by a state or is known to
have received NIH support). Thus, although the formal
findings following an investigation are publicly available
on request, only limited efforts are made to alert other or-
ganizations that a physician or scientist has been found
guilty of serious misconduct in research involving human
subjects,

Questions Posed to Other Federal Agencies. On June
11, 1981, the heads of each of the 18 agencies known to
conduct or support research with human subjects were
asked to provide a description of:

1. Policies or procedures (formal or informal) by which
their agency evaluates or monitors the actual perform-
ance of agency or extramural Institutional Review
Boards (e.g., reporting requirements, site visits, record
reviews);

2. Standards and procedures to guide the investigation
of complaints regarding the review or conduct of re-
search involving human subjects;

3. The number and character of any such reports or
complaints received in the last 5 years (FY 1976—
1980); and

4. The manner in which these complaints were dis-
posed of, the findings that were made, and the sanc-
tions, if any, that were imposed.

As a result of that inquiry, the Commission finds that
the situation in the other Federal agencies that conduct or
support research with human subjects is virtually identical
to that existing at the NIH, insofar as most of those agencies
follow the policies and procedures set forth in the HHS reg-
ulations (45 CFR 46).

Outside of HHS, only five agencies report having re-
ceived complaints. The Bureau of Standards, within the De-
partment of Commerce, reported two injuries to subjects,
the Bureau of Prisons reported one tort action (arising from
research supported by the CIA and conducted between 1955
and 1961); the CIA reported the same complaint and one
other also arising out of research conducted in the 1950s;
the Environmental Protection Agency reported an incident
of accidental exposure of subjects to a throat and eye irri-
tant; and the Veterans Administration reported 5 incidents.
(See Appendix B for further details.) Of the five complaints
noted by the VA, two proved to be unfounded, two are un-
der investigation, and one resulted in an official reprimand
of the principal investigator and his exclusion from further
research with human subjects.
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Most of the agencies reported that they have no formal
procedures for investigating or responding to complaints.
The exceptions were the Bureau of Prisons, NASA, the De-
partment of Defense and the VA. At the first two, com-
plaints are referred to the Office of General Counsel for in-
vestigation. Within the Department of Defense and the
Veterans Administration, complaints are dealt with first at
the local level and, if necessary, are referred up through
normal channels. Within the VA, complaints made directly
to the Office of the Medical Inspector in Washington may
be investigated either by a local team or by a team desig-
nated for that purpose operating out of the Washington
Central Office.



Activities of the Commission
Extending Into 1982 4

Site Visits to IRBs: An Exploratory Study

The Commission decided against conducting another
study along the lines of the survey of IRB procedures and
performance that was conducted under the auspices of the
National Commission for the Protection of Human Subjects.
The present Commission’s resources of time and money
made such a study infeasible. Also, since the system is in
some flux after the issuance of new regulations in 1981, the
value of such a study would be problematic. Most impor-
tantly, however, the Commission concluded that a study of
IRBs themselves would fall outside its proper focus: the
procedures of Federal agencies and their awareness of the
implementation of their own rules. Instead, the Commission
has begun an empirical exploration of a new approach that
Federal agencies might employ to develop information
about the implementation of rules for the protection of hu-
man subjects. The approach involves site visits to IRBs by
teams of experienced IRB members and administrators from
other institutions, with the support of the Commission staff.

The Commission’s interest in site visits grew from sev-
eral considerations. First, as has been said, little informa-
tion currently exists as to how requirements for the protec-
tion of human subjects are actually carried out at
institutions that receive support for human research from
HHS, the largest sponsor of such research. This limitation
on existing knowledge has been previously recognized and,
indeed, was a factor leading to the National Commission’s
IRB study. Second, most Federal agencies, including HHS,
have no procedures for routinely obtaining such informa-
tion about IRBs. Third, a new approach for developing such
information was proposed by the National Commission, but
has not yet been implemented by HHS. Specifically, the Na-
tional Commission recommended that the then Department
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of Health, Education, and Welfare carry out ‘‘compliance
activities, including site visits and audits of Institutional
Review Board records, to examine the performance of the
Boards and their fulfillment of institutional assurances and
regulatory requirements.”! These site visits, said the Com-
mission, should be conducted ‘“‘routinely” and, in addition
to assuring ‘‘quality control,” should be aimed at *“educat-
ing, improving performance of IRBs, and providing needed
advice.''?

In the Commission’s view, this recommendation merits
serious consideration. The President’s Commission deter-
mined that it could play a useful role by specifying the
meaning of this recommendation in detailed, operational
terms and by exploring on a pilot basis the strengths and
weaknesses of this appraoch. Thus, in late 1981 and early
1982, site visit teams formed by the Commission will visit
10-12 institutions. The sites will be selected for their diver-
sity, and will not be ‘“representative’” in any statistical
sense. The purpose of these exploratory site visits will be to
learn whether visits of this type would offer a useful way to
develop and share information about IRB functioning.
Various methods will be explored, including meetings with
IRB members, reviewing records, meeting with investiga-
tors, and attending IRB meetings. Each site visit team will
be made up of three persons who are experienced IRB mem-
bers or administrators, in addition to a Commission staff
member.

!National Commission for the Protection of Human Subjects, Re-
port and Recommendations: Institutional Review Boards, U.S.
Government Printing Office, Washington (1978) at 10.

2Id. at 11.
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The site visits will provide material for a report fo-
cusing on the possible processes through which informa-
tion could regularly be developed by the Federal agencies
that sponsor human research about the implementation of
their regulations. The report is not envisioned as a critique
of IRBs in general or of the specific IRBs visited in particu-
lar. Rather, the project is intended to illuminate what can
be learned through a process of peer-based site visits and
what problems exist with this approach. If the method is
successful it might also replace the multiplicitous inspec-
tions now performed by Federal entities other than HHS
which support research and by the FDA.3

Guidebook for IRBs

In 1974, in enacting the National Research Act, Con-
gress directed (then) HEW to provide ““a program ... for
clarification and guidance with respect to ethical issues
raised in connection with biomedical and behavioral re-
search involving human subjects.”* Very little has been de-
veloped thus far, yet is is clear that researchers and IRB
members desire help both in understanding the policies
and principles that underlie the regulations governing re-
search with human subjects, and in identifying the issues to
which one should be sensitive in designing or reviewing re-
search proposals. The Commission has embarked on a proj-
ect, in collaboration with NIH and FDA, to develop a guide-
book for IRBs. A contract was negotiated with a
Boston-based organization well-known for sponsoring edu-
cational conferences for IRBs throughout the country, to
prepare portions of the guidebook under the direction of
senior staff of the Commission. Other portions of the book
are being developed by NIH/FDA staff.

A draft of the guidebook is under preparation and will
be distributed to the Commissioners for review early in
1982. Comments and suggestions from the Commissioners
will be incorporated in a final version which should be
completed by April 1982.

3Some hope for success with the peer site visit approach can be
derived from the observation of Robert Levine, the long-time chair
of the Yale Medical School IRB, on a related phenomenon:

Members of IRBs with credibility seem to be invited into the
realities of the institution by colleagues who want their ad-
vice and assistance in fostering mutual goals. Inspectors
without credibility, on the other hand, are shown records
(appearances of reality) and then only those to which their
access is authorized by regulations.

Robet ]. Levine, Ethics and Regulation of Clinical Research,
Urban and Schwarzenberg, Baltimore (1981) at 226 (citations
omitted).

4Section 474(b) of Part I, title IV, Public Health Service Act.
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Consideration of the Extension of Federal
Regulations and Review Requirements to Research
Not Federally Funded

In September 1980, the Commission concluded that
“extension of HHS regulations to research that is not con-
ducted or supported by the Department should be based
upon clearer congressional and statutory authority than
now exists in the ambiguous language of Section 474 of the
Public Health Service Act.”s In communicating this conclu-
sion to HHS Secretary Patricia Roberts Harris (by whom it
was adopted), the Commission indicated, however, that it
would consider, at some later date, whether to recommend
statutorily-mandated IRB review of research with human
subjects regardless of source of funding and, should it con-
clude that such a requirement is advisable, to recommend
appropriate Congressional action. Consideration of this
topic, along with other issues about the role of the Federal
government, through IRBs, in the protection of human sub-
jects, will be taken up in the Second Biennial Report.

Possible Consideration of the Definition of
“Phase 1” Drug Testing in Cancer Chemotherapy

The recent attention of Congressional committees and
the press to informed consent in cancer research has spot-
lighted a problem regarding early “Phase 1" testing of new
anti-cancer drugs. The FDA defines the first two stages of
drug research as follows:

Phase 1 starts when the new drug is first introduced
into man—only animal and in vitro data are
available—with the purpose of determining human
toxicity, metabolism, absorbtion, elimination, and oth-
er pharmacological action, preferred route of adminis-
tration, and safe dosage range; Phase 2 covers the ini-
tial trials on a limited number of patients for specific
disease control or prophylaxis purposes.¢

In non-cancer studies, Phase 1 drug tests are usually con-
ducted with healthy volunteers, so that the subjects’ patho-
logical condition will not interfere with the measurements
of the drug’s activity in the human body. In such cases,
there is no suggestion that the subjects should expect any
health benefit from their participation in the research. With
cancer drugs, however, toxicity is such that even Phase 1
tests are usually conducted on persons with cancer, often

SLetter from Morris B. Abram to Patricia R. Harris (September 18,
1981).

621 CFR §321.1(a), see para. 10(a) of Form FS—1571 described
therein. :
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desperate patients for whom all other possible treatments
have proven unavailing.

There is considerable confusion as to whether Phase 1
tests of new cancer drugs can be described as ‘‘therapeutic™
for the patients who will be asked to participate as subjects.
IRB members disagree, at times, on this question,” but can-
cer researchers have testified that they always have thera-
peutic intent in Phase 1 tests of cancer chemotherapy.® Fur-
ther, in a recent letter to Representative Henry Waxman
(commenting on testimony of the Commission’s staff), the
Assistant Secretary for Health wrote:

Notwithstanding the fact that some individuals within
HHS may not concur, the official position of the De-
partment, including NCI, NIH and FDA, is to regard
Phase 1 trials of anti-cancer drugs as potentially thera-
peutic. The often small, but real possibility of benefit
must be weighed against the nearly 100 percent proba-
bility of death if experimental therapy is not attempted
for the advanced cancer patients who participate in
Phase 1 studies.?

At a recent meeting of the HHS Secretary’s Task Force
on NCI/FDA [Regulation of] INDs (Investigational New
Drugs), the Commission’s Executive Director and Deputy
Director urged that this definitional problem be given seri-
ous attention. The contrast between the FDA regulations
and Dr. Brandt’s statement of the Department’s ‘official po-
sition” is striking. Perhaps the classifications or nomencla-
ture of Phase 1 and 2 should not be applied to research on
cancer chemotherapies. More important, attention should
be paid to the ambiguity in the term ‘“therapuetic research”
as applied to the initial use of new anti-cancer agents in hu-
man beings, in research usually designed to test pharmaco-
kinetic and toxiologic matters. Clarity and candor are

7One IRB member reviewing the protocol for Phase 1 tests of
MHTTF at M.D. Anderson indicated that it was a therapeutic re-
search project; another, that it was nontherapeutic. See IRB re-
view check lists of Alexander Y.M. Wang, Ph.D., and W.W. Sutow,
M.D., reflecting their review of protocol DT 78—31 discussed in
Chapter Three.

8See testimony of Drs. Emil Freireich, James F. Holland and John
E. Ultmann before a joint hearing of the Subcommittee on Health
and the Environment of the Committee on Energy and Commerce,
and the Subcommittee on Investigations and Oversight of the
Committee on Science and Technology, U.S. House of Representa-
tives (October 27, 1981).

9Letter from Edward N. Brandt, Jr., M.D., Assistant Secretary for
Health, HHS, to the Honorable Henry A. Waxman, Chairman, Sub-
committee on Health and the Environment (November 20, 1981) at
3—4 (emphasis added).
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needed as much as courage, both in the communication be-
tween physician-investigators and patient-subjects and in
the unflinching self-appraisal by the cancer research com-
munity of the personal (as well as the scientific) meaning of
such “heroic’’ experimentation. The Task Force has indi-
cated a willingness to consider these issues and the Com-
mission awaits its report with great interest.

Report on Problems Identified at IRB Workshops

Senior staff of the Commission will be attending a num-
ber of IRB workshops and conferences during the next year.
Some of these are under the sponsorship of NIH and FDA;
others are being planned by Commission staff to the extent
permitted by reduced fiscal resources. If the workshops in-
dicate that IRB members and research administrators have
continuing problems understanding or implementing HHS
regulations (or those of other Federal agencies), the Com-
mission will consider what remedies might be appropriate.

Informed Consent and Problems of Privacy
in the Research Setting

The Commission will consider, as part of its next Bien-
nial Report, whether more needs to be said regarding (a) in-
formed consent and (b) privacy in the research setting. The
former will depend largely upon whether HHS (and other
Federal agencies) adopt the recommendations of the Na-
tional Commission regarding research involving children
and persons institutionalized as mentally disabled; the spe-
cial principles and procedures set forth in those reports
may prove helpful in resolving some difficult issues that
have arisen concerning research with patients suffering
from senile dementia of the Alzheimer’'s type. The second
topic (privacy) turns on possible enactment of Federal laws
that would add statutory guarantees of confidentiality for
individuals' medical records.
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Recommendations for Improving the Adequacy
and Uniformity of Federal Laws and Regulations
for the Protection of Human Subjects

Analysis of the Federal regulations surveyed in Chapter
Two reveals that rules governing research with human sub-
jects are now largely uniform among, and within, the
agencies. The Commission regards this uniformity as a sal-
utary development for several reasons. First, it facilitates
administration, resulting in an easing of the regulatory bur-
den on research institutions. Second, uniformity makes
oversight simpler and more efficient; deficiencies are more
readily identified and improvements have a more pervasive
effect.

The survey of the present Federal rules and regulations
also reveals, however, small variations among the require-
ments of the different agencies. Varied regulations for the
review of research protocols impose upon local institutions
unnecessary complexity and uncertainty in assuring appro-
priate review. Moreover, since IRBs review protocols prior
to submission for funding, at the time of IRB review it is not
always clear which agency will ultimately support the pro-
posed research. Also, some research activities are supported
by more than one agency. Accordingly, the Commission
recommends that several steps be taken to standardize the
“core’’ elements of all governmental regulations that speci-
fy basic process and standards for the protection of human
subjects. Adoption of these recommendations should pro-
vide more simplicity, economy and certainty in the Federal
regulation of research with human beings.

1. The President should, through appropriate action, re-
quire that all federal departments or agencies adopt as a
common core the regulations governing research with hu-



68 Protecting Human Subjects: Chapter 5

man subjects issued by the Department of Health and Hu-
man Services (codified at 45 CFR 46), as periodically
amended or revised, while permitting additions needed by
any department or agency that are not inconsistent with
these core provisions.

Comment: This recommendation is intended to elimi-
nate unnecessary and confusing regulations and lighten the
burden imposed on institutions that conduct human re-
search with Federal funds or subject to Federal supervi-
sion.

The regulations of the Department of Health and Hu-
man Services already serve as the model for most other Fed-
eral agencies and departments that conduct or support re-
search with human subjects. Some Federal entities make
explicit reference to 45 CFR 46 in their own rules and rely
on HHS accreditation of institutions receiving funds from
them, while others set out procedural and substantive re-
quirements (i.e., risk/benefit ratio, informed consent) for re-
view and approval of research projects that are similar to
the HHS rules.

The Commission on Federal Paperwork acknowledged
the preeminent position that HEW (the predecessor to HHS)
has held in the protection of human subjects, and it recom-
mended that the Federal government “‘speak with one
voice” through the Department.! The present recommenda-
tion by the President’s Commission is consistent with the
findings and conclusions of the Paperwork Commission
and with a similar recommendation made three years ago
by the National Commission for the Protection of Human
Subjects. That Commission recommended that:

Federal law should be enacted or amended to provide
that each institution which sponsors or conducts re-
search involving human subjects that is supported by
any Federal department or agency or otherwise subject
to Federal regulation, and each Federal department or
agency which itself conducts research involving hu-
man subjects, shall give assurances satisfactory to the
Secretary of Health, Education, and Welfare that all re-
search involving human subjects sponsored or con-
ducted by such institutions, or conducted by such de-
partment or agency, will be reviewed by and
conducted in accordance with the determinations of a
review board established and operated in accordance
with the regulations promulgated by the Secretary. . .2

!Commission on Federal Paperwork Education, U.S, Government
Printing Office, Washington (1977), Recommendation 9 at 41.

2National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research, Report and Recommenda-
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The President’'s Commission is satisfied that the
preeminent role of HHS is deserved. Its leadership rests not
only on its role as the major source of Federal funds for
health research (as described in Chapter One) but, more im-
portantly, on the attention it has paid to the regulatory is-
sues in this field and to the thoughtful analysis and recom-
mendations concerning its policies and procedures made by
the National Commision for the Protection of Human Sub-
jects between 1975 and 1978.

The HHS regulations provide a sensible ““core” stating
the essential elements for protecting human subjects, spe-
cifically: (1) the characteristics of IRBs (including the mini-
mum requisites for their membership), (2) the role of IRBs
in providing prior review of research protocols, including
their duties and authority in relation to investigators, to
their institutions, and to the sponsors of research, and (3)
the standards and procedures that should govern IRB
decision-making and investigators' behavior. Standardiza-
tion of these core regulations for research conducted, sup-
ported or regulated by all Federal entities would not merely
eliminate the need for more than 200 pages of duplicative
provisions in the Code of Federal Regulations and depart-
mental directives but would also remove the uncertainty
and confusion created for research institutions and their
IRBs by minor variations now buried in the regulations of
the various Federal entities.

These small differences in rules (about the composition
of IRBs, for instance) do not seem intended to lead to differ-
ent outcomes in the process of reviewing and approving re-
search protocols. The Commission does not believe, for ex-
ample, that the regulations of any other agency or
department on IRB composition promise better protection
for the rights of research subjects than that offered by the
HHS regulations. Nevertheless, the pursuit of uniformity
around a common set of regulations should be a two-way
street: those provisions in other agencies’ regulations that
vary from the present HHS regulations in wording or in
substance should be considered with an open mind. It may
be that certain of these variations in procedures or concepts
would improve the HHS formulation and ought to be incor-
porated as part of the ‘““common core” applicable to all
agencies. Once this process is completed, not only would
the substance of the regulations be improved, but institu-
tions conducting Federally supported research could be
certain that in following the HHS regulations, they will be
in compliance with the basic requirements of any and all
Federal entities that sponsor research.

tions: Institutional Review Boards, U.S. Government Printing Of-
fice, Washington (1978), Recommendation (1)(B) at 3.
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In addition to the core requirements there may be a few
special restrictions that one or another governmental de-
partment or agency may need to impose on research to
serve a special objective beyond the basic protection of hu-
man subjects’ rights and well-being. For example, some
government entities may have a policy against the use of
certain categories of people in research they sponsor. Or
their regulatory obligations may necessitate additional in-
formation being disclosed to subjects; for example, since
the FDA needs to be able to inspect patient records to as-
sure the accuracy or authenticity of data submitted in sup-
port of a New Drug Application, the possibility of FDA in-
spection of those records is an added element in the
informed consent requirements for FDA-regulated clinical
trials. Additional requirements such as these are acceptable
so long as they do not conflict with or confuse the core re-
quirements of the uniform regulations. Moreover, by
consolidating all agencies’ regulations at 45 CFR 46 (by
means of cross references from those titles of the Code of
Federal Regulations germane to the activities of the other
agencies), any remaining additions to the core require-
ments will be highlighted rather than being hidden
amongst a mass of repetitious requirements.

The Commission believes that the President has author-
ity to bring about the necessary coordination and simplifi-
cation of the rules recommended here. Indeed, the Presi-
dent has just issued an Executive Order which requires
seven different agencies (or groups of agencies) that consti-
tute the Intelligence Community to comply with HHS regu-
lations governing research with human subjects.® Drawing
upon this authority, the President could order the initiation
of a government-wide process of consolidating the rules
that would further the Administration’s goal of regulatory
reform. The task could be undertaken by an interagency
group under the direction of the Office of Management and
Budget, with participation by the President's Commission.
The support of many of the affected agencies and depart-
ments can be anticipated; indeed, the Commission's official
liaisons from several agencies have acknowledged the lead-

3Executive Order 12333 (December 4, 1981) applies to all mem-
bers of the Intelligence Community, which is defined (in §3.4(f))
as including: (1) the Central Intelligence Agency; (2) the National
Security Agency; (3) the Defense Intelligence Agency; (4) the Of-
fices within the Department of Defense for the collection of spe-
cialized national foreign intelligence through reconnaissance
programs; (5) the Bureau of Intelligence and Research of the De-
partment of State; (6) the intelligence elements of the Army, Navy,
Air Force, and Marine Corps, the Federal Bureau of Investigation,
the Department of the Treasury, and the Department of Energy;
and (7) the staff elements of the Director of Central Intelligence.
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ership role that they already assign to HHS and that they
believe should be encouraged.

A timetable of 180 days should be established by the
President to provide an incentive for the interagency group
to resolve any remaining questions about the HHS core reg-
ulations and identify an initial set of special rules beyond
the core that are needed by various departments and
agencies. If action is not prompt, the Commission suggests
that Congress enact legislation directing the Executive
branch to establish by a specified date a uniform set of reg-
ulations under a lead agency.

2. The President should authorize and direct the Secretary
of Health and Human Services to designate an office with
government-wide jurisdiction to coordinate, monitor and
evaluate the implementation of all regulations governing
research with human subjects of Federal departments that
conduct, support or regulate such research.

Comment: The central reasons for the first
recommendation—a desire to eliminate needless complexi-
ty and duplication, and a recognition of the leading role al-
ready played by HHS—underlie this recommendation as
well. At the moment, the President’s Commission has such
responsibility on a study basis, but the Commission’s statu-
tory life is a limited one and it does not have the superviso-
ry duties and powers of a line agency. Further, once the
core regulations have been consolidated, a substantial
economy for the Federal government would be realized by
assigning responsibility for the review and implementation
of the regulations to a single office. For example, it not only
wastes Federal funds and personnel but creates needless
trouble and expense for a research institution to have the
functioning of its IRB monitored separately by each Federal
entity that has a funding or regulatory role in research con-
ducted at the institution. Thus, systematic responsibility for
the adequacy of the rules and their implementation ought to
be lodged in a single Federal office, and that office ought to
be located within the Department of Health and Human
Services. Should the Secretary choose to designate an al-
ready existing office within NIH or FDA to fulfill this func-
tion, the office so designated should be elevated to the level
of the Office of the Secretary to emphasize its government-
wide supervisory authority.

The existence of a lead office within HHS with
coordinating and monitoring responsibilities for the system
of regulation will relieve the other Federal entities of some
of the substantial burdens of oversight and monitoring.
Each Federal entity will still have to make its own adminis-
trative arrangements for the review of individual research
projects. Some may have need for an office to ascertain that



72 Protecting Human Subjects: Chapter 5

attention has been paid in each case to the regulatory re-
quirements and to propose to the Director of the agency and
to the designated lead office within HHS any special regu-
lations that are particularly appropriate for that entity’s ac-
tivities. Other Federal agencies may find that this function
can be adequately executed by existing subunits within the
agency that pass upon the scientific or fiscal aspects of
grants and contracts. Still others may be involved in so few
research projects involving human subjects that their inter-
nal arrangements for review and approval will involve the
establishment of an ad hoc committee as needed for each
project. All such administrative arrangements should be ac-
ceptable under the revised rules and procedures.

3. Each Federal department or agency should have a com-
prehensive set of rules and procedures governing research
with human subjects that applies consistently to all
subunits within the department or agency.

Comment: If Recommendations 1 and 2 are adopted,
this recommendation will not need separate attention, since
essential uniformity within each Federal entity would be a
necessary consequence of uniformity among all entities.
Unless or until the steps recommended above have been
taken, the reasons that led to those recommendations—
namely, the pursuit of simplicity, economy and certainty—
support the present recommendation even more strongly.
Bureaucratic explanations for repetitious regulations pep-
pered with minor variations are if not justifiable at least un-
derstandable between agencies, but not within subunits of a
single agency.

Yet as described in Chapter Two, separate component
parts within the Departments of Defense, Justice, and Trans-
portation do each have different policies governing
research with human subjects. The Defense Department
reports that it is in the process of developing a department-
wide set of regulations; the Department of Transportation
reports likewise, but it gave the same report to the National
Commission in 1977.

In addition, two departments have regulations that cov-
er research supported through one administrative mecha-
nism but not through another. The Department of Education
requires IRB review for research supported by contracts, but
not for grants. NASA requires IRB review for intramural re-
search, but not for extramural research. No reason is
offered—or apparent—for the different treatments afforded
the different categories of research by these two depart-
ments.

The Commission believes that each Federal department
or agency should have one set of rules and procedures ap-
plicable to all research with human subjects supported by
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the department. If the rules are sufficiently flexible, they
can be applied to all modalities of research (e.g., biomedi-
cal, behavioral, surveys, questionnaires, record reviews,
and so forth). Therefore, the Commission sees no justifica-
tion for differentiating among funding mechanisms or indi-
vidual departmental components. This recommendation is
made, as a formal matter, under§1802(b) of the Commis-
sion’s enabling statute (42 USC §300v-1(b)) to the
Secretaries of Defense, Education, Health and Human Serv-
ices, Justice and Transportation, and to the Administrator of
NASA, for action within the specified time periods.

4. All Federal departments and agencies that conduct or
support research with human subjects should require prin-
cipal investigators to submit, as part of their annual re-
ports to the IRB and the funding agency, information re-
garding the number of subjects who participated in each
research project as well as the nature and frequency of ad-
verse effects.

Comment: This recommendation, like the preceeding
one, is intended for implementation whether or not the full
uniformity and centralization of Recommendations 1 and 2
are achieved. In any event, the Commission suggests the re-
porting requirements recommended here be uniform so that
comparable data are available on a government-wide basis.
(The timetable established by §1802(b) of the Commission’s
authorizing statute applies to this recommendation unless
the government-wide task force proposed under Recom-
mendation 1 is at work within 60 days on a uniform set of
rules and has published such rules within 180 days there-
after.)

In preparing its report on Compensating for Research
Injuries, the Commission was disappointed to discover that
data on the number of human subjects who participate in
Federally funded research are not routinely and systemati-
cally compiled. Data regarding the incidence and severity
of injuries that occur in such research are also not collected.
The inability to obtain such information was one of the
most frustrating aspects of the Commission’s attempt to de-
termine whether a program to compensate individuals for
injuries resulting from their participation in research is
needed. Federally funded investigators are already required
(under the terms of their grants and contracts) to report on
their projects at least once a year. A requirement that they
note in such reports the numbers of subjects and of injuries
during the period in question would add only a trivial bur-
den while yielding a large benefit.

The Commission recommends that copies of such re-
ports be collected and reviewed by the IRB at the institution
in which the research is conducted and then forwarded to a
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specified office within the funding agency to be collated.
Those with oversight responsibility for human research—at
Congressional, Presidential or Departmental level—will
then be able to obtain information about the number of hu-
man subjects and the number of injuries from each Federal
agency supporting research with human subjects as well as
from each institution conducting such research with Feder-
al funds. This information seems the minimum necessary
for public accountability regarding such an important and
sensitive enterprise as collectively supported research with
human beings.

The Commission is aware of the difficulty of defining
injuries or adverse effects in a way that will avoid massive
reporting of trivia but at the same time encourage the re-
porting of significant problems. The Commission notes,
however, that several institutions with insurance programs
have found means of categorizing harmful effects and that
the Veterans Administration has recently implemented a re-
porting requirement along the lines recommended here. Its
initial experience points to some administrative difficulties
needing further attention, both by the VA and by other
Federal entities implementing this recommendation. Con-
current with such implementation, the Commission sug-
gests that the agencies (ideally, with coordination by the
designated ‘“lead office’”) work together to resolve any re-
maining definitional problems (e.g., determining whether
under- or over-reporting occurs if transient effects such as
mild to moderate headache, nausea, and the like are not re-
ported unless they persist so long as to interfere with the
subject’s normal activities; determining the extent to which
injuries caused by the research process can be distin-
guished from those caused by the treatment being tested or
by the subject's disease or condition; etc.). A certain
amount of trial and error may be necessary before the
optimal definition is developed; nevertheless, refinements
and adjustments can be made over time. It is important to
make a beginning.

5. The Department of Health and Human Services and all
other relevant Federal departments and agencies should
proceed promptly to take action on the National Commis-
sion’s recommendations concerning research involving
children and research involving those institutionalized as
mentally disabled, and other Federal agencies should also
act ohn the final regulations of HHS governing such re-
search.

Comment: It is now four years since the National Com-
mission for the Protection of Human Subjects transmitted to
the Secretary, HEW, its recommendations concerning re-
search involving children and research involving those
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institutionalized as mentally disabled.* Those recommen-
dations address a very complex and sensitive topic: re-
search with subjects who are unable to give legally valid
consent to their own participation. The subject is compli-
cated because state law on ‘‘proxy consent” is not well de-
veloped or clear. The procedures and standards recom-
mended by the National Commission were intended to
provide greater protection for children and the mentally
disabled than exists under the basic HHS rules. Under cur-
rent regulations, children and the mentally disabled may be
enrolled in research even over their express objections on
the basis of parental or guardian consent. Ironically, since
the National Commission’'s recommendations would erect
special protections, their adoption might actually facilitate
research, since scrupulous compliance with their terms
might lay to rest concerns over the status of ‘“‘proxy
consent" in research under the common law.

The legislation that created that Commission required
the Secretary to publish those recommendations within 60
days of receipt, and to publish the Department’s response
(in the form of proposed rulemaking) within the next 180
days.5 Although no deadline for implementation of final

*National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research, Report and Recommenda-
tions: Research Involving Children, U.S. Government Printing Of-
fice, Washington (1977); National Commission for the Protection
of Human Subjects of Biomedical and Behavioral Research, Re-
port and Recommendations: Research Involving Those Institu-
tionalized as Mentally Infirm, U.S. Government Printing Office,
Washington (1978).

Specifically, both children (age 7 and over) and the mentally
disabled would be given an explanation of the proposed proce-
dures geared to their level of understanding and, if the research
presented no likelihood of benefit to them, would have an oppor-
tunity to assent or refuse to participate. In addition, research pres-
enting more than minimal risk and no likelihood of benefit to the
subjects would be permitted to involve children or the mentally
disabled if: (a) the risk is no more than a minor increase over min-
imal; (b) the research is relevant to the subjects' condition; and (c)
the research holds out the promise of significant benefit in the fu-
ture to either the subject or others with similar disorders or condi-
tions. Finally, the National Commission recommended review at a
national level (with opportunity for public participation) of pro-
posed research that would present more than a minor increment of
risk and no anticipated benefit to children or the mentally disa-
bled but may be of major significance to the solution of a serious
health problem affecting persons similarly situated. As noted
earlier, action on these recommendations might clear the way for
important research on severely disabling conditions such as senile
dementia of the Alzheimer's type.

5National Research Act, Pub. Law 93348, §205 (1974).
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regulations was set forth in the National Commission’s
enabling legislation, the President’s Commission is certain
that Congress anticipated an orderly and expenditious pro-
ceeding. Surely, it did not contemplate that the Department
would prolong its rulemaking over a period of years.

The President’s Commission agrees with the National
Commission about the importance of pediatric research and
of research to prevent or alleviate serious cognitive and
emotional disorders. This Commission also shares the con-
cerns of the National Commission that the subjects of such
research be properly protected. The Commission concludes,
therefore, that the time is long past for action, either by
adoption, rejection or modification of the National Commis-
sion's recommendations. This recommendation, like Rec-
ommendations 3 and 4, is made pursuant to §1802(b) of the
President’s Commission’s authorizing legislation, to the
Secretary of Health and Human Services, and to the heads
of all other Federal entities that conduct or support research
with children or institutionalized mental patients. Within
60 days, this recommendation shall be published by each
agency, and each agency is then obliged within 180 days to
act upon the recommendation, favorably or unfavorably,
and to announce its disposition and reasons. The Presi-
dent’s Commission would regard this requirement to be met
by a single publication in the Federal Register if the gov-
ernment-wide task force proposed under Recommendation
1 is at work on establishing a uniform set of rules and regu-
lations by 60 days from the date of this Report and has pub-
lished proposed uniform regulations within 180 days there-
after. Plainly, such unified action would avoid adding to
the needless duplication that already characterizes regula-
tions in this field.

6. Congress should attach the following condition to any
direct appropriations for ‘‘private’” research entities: “No
funds appropriated under this Act may be used, directly or
indirectly, to support research involving human subjects
unless such research is reviewed and conducted in compli-
ance with either (1) appropriate regulations of [the
disbursing agency] or (2) the regulations of the Department
of Health and Human Services (45 CFR 46).”

Comment: It has come to the Commission’s attention
that Federal monies are appropriated to organizations that
are established as private, non-profit corporations. In the
case of the Gorgas Memorial Institute of Tropical and Pre-
ventive Medicine, Inc., which conducts research on tropical
and other diseases in Panama, the funds are disbursed
through the Fogarty International Center at the NIH, but the
Fogarty Center lacks authority to require the Gorgas Insti-
tute to follow the rules on the protection of human subjects
that attach to other research that receives funds from NIH.
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In the absence of specific legislation, such recipients of di-
rect appropriations are not required to comply with any reg-
ulations governing research with human subjects.

The Commission recommends that Congress attach
conditions to its appropriations that would require compli-
ance with regulations for the protection of human subjects
participating in research supported by those funds. As not-
ed above, the Commission would prefer to see a uniform
standard applied to all research supported by Federal mon-
ies; if this is to be accomplished, private organizations
receiving “line item” appropriations should have to comply
with the designated standard. Even if uniformity of regula-
tions among agencies is not achieved, however, the Com-
mission recommends as an alternative that Congress require
such entities to comply with the regulations of either HHS
or of the disbursing agency, if other than HHS.

Recommendations for Improving
Institutional and Federal Oversight of Research
and the Response to Reports of Misconduct.

As discussed in Chapters One and Three of this Bienni-
al Report, the Commission has concentrated its efforts re-
garding Federal regulations for the protection of human
subjects on scrutinizing the adequacy of Federal oversight
and the implementation of the regulations. Several recom-
mendations on implementation and Federal compliance ac-
tivities are made in this Report pursuant to §1802(b) of the
Commission’s statute; the process of review is ongoing and
further recommendations may be forthcoming in the next
Biennial Report.

Examining the implementation of the present regula-
tions has, moreover, revealed certain problems with those
regulations themselves. These problems emerged through
the Commission’s hearings on, and studies of, instances of
alleged fraud or abuse in research involving human sub-
jects. The few cases of alleged misconduct examined by the
Commission should not be regarded as grounds for in-
dicting the research enterprise in general or the IRB system
in particular. Rather, the cases demonstrate the need for an
oversight process that would provide the systematic data
necessary to place the “problem cases’ in context and to
justify the confidence generally expressed regarding the
present system. Furthermore, the cases bring to the fore ba-
sic questions about the role and functions of IRBs, ques-
tions that will be the subject of further study by the Presi-
dent’s Commission during the preparation of its next
Biennial Report.

For the moment, the Commission has identified several
aspects of institutional responsibility in need of clarifica-
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tion in the HHS regulations (which, it is assumed, will soon
have even broader applicability as the formal basis for
government-wide standards). These matters are addressed
in Recommendations 7 and 8.

7.45 CFR Section 46.103, which specifies the minimum re-
quirements for an institutional assurance, should be
amended by inserting two new clauses under (b):

(5) The designation of a specific office within the insti-
tution that will be responsible for: (i) receiving reports of
alleged misconduct in research involving human subjects;
(ii) investigating promptly and fairly; and (iii) reporting
formal findings of misconduct both to the institution’s IRB
which approved the research and to the Secretary.: The in-
stitutional office so designated need not be created specifi-
cally for this purpose but may be the relevant IRB itself or
another existing office already having responsibility for
quality assurance within the institution. Such office shall
report all ongoing investigations of alleged research mis-
conduct involving human subjects as well as formal find-
ings to the IRB, and shall consult with the IRB on all mat-
ters relating to the conduct of research with human
subjects.

(6) Written procedures for insuring prompt reporting to
designated institutional officials, and by them to the Secre-
tary,: of the results of any investigations or inquiries
carried out under the preceding subsection or under
§46.108(c) that reveal research misconduct or serious or
continuing noncompliance with Federal or institutional re-
quirements for the protection of human subjects.

[Note: Footnote 1 in the existing 45 CFR 46 specifies the Of-
fice for Protection from Research Risks as the place where
reports should be filed within the Department.]

Comment: Recommendation 7 is closely related to Rec-
ommendation 8. Taken together, the two recommendations
seek to clarify the roles and responsibility of IRBs and other
offices within research institutions in assuring compliance
with Federal regulations. Detailed commentary follows Rec-
ommendation 8.

8. 45 CFR Section 46.108(c) should be revised to read as
follows:

In order to fulfill the requirement of these regulations,
each IRB shall] ...

(c) Be responsible for reporting to the appropriate insti-
tutional officials any serious or continuing noncompliance
by investigators with the requirements and determinations
of the IRB, or with the provisions of these regulations, or
with good research practices, that is revealed during the
IRB’s continuing or annual review of research or through
reports made directly to a member of the IRB or its staff.
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(d) Establish procedures for receiving and acting upon
findings of misconduct in research involving human sub-
jects, made by the office designated pursuant to
§46.103(b)(5).

Comment: These two recommendations will add lan-
guage to the HHS regulations, but they will actually simpli-
fy those regulations by making clear that institutions may
employ a variety of internal arrangements to deal with al-
leged misconduct by researchers. These proposals result
from the Commission's reexamination of the HHS rules
with an eye toward the great diversity of institutional struc-
tures and administrative procedures to be found in univer-
sities, hospitals and other research institutions.

As written, the HHS regulations appear to place on the
IRB responsibility for investigation and adjudication of all
questions or allegations that arise about research with hu-
man beings. The regulations also appear to require that
IRBs communicate their findings directly to the Department
rather than through normal internal channels at their insti-
tutions. In some (perhaps most) institutions, however, the
IRB may not be the body best suited, by tradition, knowl-
edge or institutional role, to perform these functions. The
Commission received forceful testimony from IRB members
at several research centers as well as from institutional offi-
cials and invited consultants that IRBs should not perform
monitoring, investigative, or adjudicative functions.® In
their view, such responsibilities would interfere with the
primary role of IRBs: to educate and advise research scien-
tists regarding their obligations toward human subjects and
to resolve problems in a constructive manner. The Commis-
sion notes that most research institutions already have
estalished appropriate quality assurance mechanisms and
that efficient management would be impaired by splitting
such duties between two offices.

Yet, as part of their responsibility to maintain
“continuing review’” of research projects they have ap-
proved (§46.109(e)), IRB members do need to know of any

6Erica Heath has suggested several types of “monitoring’ activi-
ties carried out by IRBs: (1) periodic reappraisal of an on-going
project based upon review of documents prepared by the investi-
gator; (2) review of the actual consent process; (3) review to ascer-
tain that the investigator is adhering to the protocol; and (4) over-
sight in an institution to identify unapproved research. Erica J.
Heath, ‘“The IRBs Monitoring Function: Four Concepts of Moni-
toring,” 1 IRB 1-3 (Aug./Sept. 1979). Dr. Levine raises provoca-
tive questions about the “field work'' by IRB members entailed in
the last three classes of activities. Robert J. Levine, Ethics and
Regulation of Clinical Research, Urban & Schwarzenberg,
Baltimore (1981) at 231-33.
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findings of misconduct. Therefore, rather than being ‘“re-
sponsible for reporting to appropriate institutional offi-
cials’’ about violations of relevant rules (§46.108(c), empha-
sis added), at most institutions the IRB should be one body
to which others (who are responsible for investigating and
adjudicating) communicate the results of their investiga-
tions.

Relatively few incidents serious enough to warrant full-
scale investigation and adjudication are expected to occur
in human research that has undergone advance review and
approval. To resolve such matters, it is expected that most
institutions will choose to rely on an already existing body.
Only under exceptional circumstances will a special office
or committee need to be created within an institution's re-
search administration to handle these functions. Flexibility
in format may be retained by designating a particular offi-
cial (such as “‘the Vice-President for Research'), who can
fulfill his or her responsibilities by calling upon any stand-
ing or ad hoc committee that would be appropriate in light
of a specific problem. In any case, the duty ought to be that
of the institution itself (under §46.103), but need not neces-
sarily be lodged with the IRB (under §46.108), although an
IRB is not precluded from this role under the Commission’s
recommended amendment to §46.103.

The Commission therefore recommends that HHS clari-
fy its regulations to make explicit that the investigation and
adjudication of alleged misconduct may be conducted by
those offices already charged with such responsibilities.
Representatives of the Department have assured the Com-
mission that this is the intent of the regulations and that as-
surances reflecting such institutional arrangements are ac-
ceptable.

The details of process and procedure need not be re-
cited in the institution’s assurance with HHS, but they do
deserve advance thought and planning by the institution.
Experience is a great teacher, but preparation can provide
certainty and a better chance for order and fairness, Thus,
the assurance should guarantee that whatever mechanism
the institution chooses will be able to provide: (i) a prompt
investigation; (ii) an impartial adjudicating body; (iii) full
opportunity for the complaining parties and the accused to
explain their positions, present evidence, call witnesses,
etc.; and (iv) protection from institutional reprisals for good
faith complainants and witnesses.

Every effort should be made to encourage institutional
personnel to report problems through internal channels.
The responsible office should not only be identified in the
institution’s written assurance but should also be an-
nounced to all research personnel and subjects (e.g., by a
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statement on the consent form giving the name of a respon-
sible official to contact in the case of problems). The use of
internal channels will also be encouraged if institutions
protect those who report in good faith, resolve problems in-
formally to the extent possible, and impose appropriate dis-
ciplinary measures for serious acts of misconduct. Proce-
dures to protect against institutional reprisals should also
be publicized and all staff should be made aware of their
obligation to assist the administration in upholding high
standards of conduct.

Whenever the body responsible for resolving allega-
tions of misconduct is not the IRB, the institution’s assur-
ance ought also to guarantee at least that the IRB will be
kept informed and consulted regarding any alleged miscon-
duct that involves or may affect human research subjects.
The institution must assure the Department that the latter
will be notified of any relevant findings. Serious miscon-
duct should be reported to the cognizant Federal agency,
once a formal determination has been made. Administrators
and investigators receiving Federal funds should under-
stand that they have a legal obligation to do so and that
knowing provision of false information to the Federal gov-
ernment is a felony. If an institution makes a formal finding
that false information has been contained in a grant appli-
cation, annual report, or data submitted to a regulatory
agency, the institution may incur criminal liability if offi-
cials fail to report such a finding. Although an IRB should
not officially be placed, as a body, in the awkward position
of being a (toothless) watchdog for laxity on the part of su-
perior officials within an institution, neither the regulations
nor institutional rules should preclude the IRB (or individ-
ual members) from making reports directly to the Depart-
ment if required under unususal circumstances.

Education and attitude can play a large part in encour-
aging adherence to professional norms and standards. Fed-
eral administrators can aid this process by giving more pre-
cise meaning to phrases such as ‘‘material failure to protect
human subjects”” and by spelling out the standards gov-
erning the imposition of sanctions (issues about which the
Commission is continuing to hold discussions with HHS of-
ficials). Institutional administrators can establish a clear
commitment to upholding professional standards and
enforcing Federal regulation by taking reports of problems

seriously and by acting promptly and fairly to resolve com-
plaints.

Professional societies and state licensing boards can
also encourge adherence to scientific norms and compli-
ance with Federal regulations governing research with hu-
man subjects. The principle of adhering to legal and
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regulatory requirements, like adherence to basic ethical
norms, has been endorsed by many bodies in professions
that conduct human research. These principles also deserve
to be highlighted in professional codes of ethics and/or in
the official commentary on such codes. More attention
should be devoted to ethical and regulatory standards. for
human research as part of post-doctoral training in clinical
investigation. Clear actions of this sort would provide a
warning to all that misconduct in research may be a basis
for disciplinary action by professional societies and special-
ty boards and even by state licensing boards.

9. Federal departments and agencies should establish
government-wide procedures for making determinations
on suspension and debarment of grantees and contractors
alleged to have engaged in misconduct in Federally sup-
ported research with human subjects. Final determinations
and sanctions imposed should be entered onto a consoli-
dated list of individuals and made known to all Federal
agencies involved with human research, to state licensing
boards, and to appropriate professional societies.

Comment: The immediate cause for concern is the ap-
parent need for NIH and FDA to clarify standards and pro-
cedures for response to reports of misconduct in research
under their jurisdiction. All Federal entities should work
together, under the lead of the newly created HHS office, as
proposed in Recommendations 1 and 2 above, to formulate
and apply a uniform set of standards for the investigation of
incidents in which any agency has a regulatory interest.
Procedures to protect both those who are accused and those
who make good faith reports of misconduct should be de-
veloped and made known to all agency staff who might re-
ceive such reports or participate in the subsequent in-
vestigation. Gradations in penalty—from a temporary
suspension of grant support to a lengthy debarment from all
Federal research activities—will be needed to reflect differ-
ences in the degree of an investigator’s culpability. Consid-
eration should also be given to methods for ‘‘rehabilitation”
of a researcher or institution and for expungement of the
record.

Currently, an individual who is debarred or suspended
by one Federal agency from receiving further grants and/or
contracts remains eligible to receive research funds from
other Federal agencies. Indeed, the other agencies may not
have any knowledge of the administrative sanctions
imposed by the first. The Commission believes that any in-
vestigator found to have failed to protect human subjects or
otherwise seriously violated the conditions of a research
grant from one agency should not be eligible to receive Fed-
eral support for the same, or similar, research from other
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agencies for an appropriate period of time. The mechanism
recommended would provide an efficient and fair proce-
dure for assuring that scientists cannot go ‘‘forum shop-
ping” for more lax or lenient agencies once a final adminis-
trative finding of misconduct has been made. It would also
provide assurance that such findings would be made only
after the accused scientist has been afforded adequate no-
tice of the charges and an opportunity to answer those
charges at an administrative hearing, with representation
by counsel and an opportunity to present evidence (see Ap-
pendix G).

Formal determinations should also be actively shared
with appropriate state licensing boards and national organi-
zations such as professional societies and pharmaceutical
manufacturing associations. Although such information is
currently available on request, no attempt is made to for-
ward reports to other agencies or boards unless a specific
request is made.
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Stat. 352 (42 U.S.C. 289/-3(a)).

Subpart A—Basic HHS Policy for
Protection of Human Research
Subjects

Source: 46 FR 8386, January 26, 1981

§ 46.101 To what do these
regulations apply?

(a) Except as provided in
paragraph (b) of this section, this
subpart applies to all research
involving human subjects conducted
by the Department of Health and
Human Services or funded in whole
or in part by a Department grant,
contract, cooperative agreement or
fellowship.

(1) This includes research
conducted by Department employees,
except each Principal Operating
Component head may adopt such
nonsubstantive, procedural
modifications as may be appropriate
from an administrative standpoint.

(2) It also includes research
conducted or funded by the
Department of Health and Human
Services outside the United States,
but in appropriate circumstances, the
Secretary may, under paragraph (e) of
this section waive the applicability of
some or all of the requirements of
these regulations for research of this
type.

(b) Research activities in which the
only involvement of human subjects
will be in one or more of the
following categories are exempt from
these regulations unless the research
is covered by other subparts of this
part:

(1) Research conducted in
established or commonly accepted
educational settings, involving
normal educational practices, such as
(i) research on regular and special
education instructional strategies, or
(ii) research on the effectiveness of or
the comparison among instructional
techniques, curricula, or classroom
management methods.

(2) Research involving the use of
educational tests (cognitive,
diagnostic, aptitude, achievement), if
information taken from these sources
is recorded in such a manner that
subjects cannot be identified, directly
or through identifiers linked to the
subjects.

(3) Research involving survey or
interview procedures, except where
all of the following conditions exist:
(i) responses are recorded in such a
manner that the human subjects can
be identified, directly or through
identifiers linked to the subjects, (ii)
the subject’s responses, if they
became known outside the research,
could reasonably place the subject at
risk of criminal or civil liability or be
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dumaging to the subject’s financial
standing or employability, and (iii)
the research deals with sensitive
aspects of the subject’s own behavior,
such as illegal conduct, drug use,
sexual behavior, or use of alcohol.
All research involving survey or
interview procedures is exempt,
without exception, when the
respondents are elected or appointed
public officials or candidates for
public office.

(4) Research involving the
observation (including observation by
participants) of public behavior,
except where all of the following
conditions exist: (i) observations are
recorded in such a manner that the
human subjects can be identified,
directly or through identifiers linked
to the subjects, (ii) the observations
recorded about the individual, if they
became known outside the research,
could reasonably place the subject at
risk of criminal or civil liability or be
damaging to the subject’s financial
standing or employability, and (iii)
the research deals with sensitive
aspects of the subject’s own behavior
such as illegal conduct, drug use,
sexual behavior, or use of alcohol.

(5) Research involving the
collection or study of existing data,
documents, records, pathological
specimens, or diagnostic specimens,
if these sources are publicly available
or if the information is recorded by
the investigator in such a manner that
subjects cannot be identified, directly
or through identifiers linked to the
subjects.

(c) The Secretary has final
authority to determine whether a
particular activity is covered by these
regulations.

(d) The Secretary may require that

specific research activities or classes
of research activities conducted or
funded by the Department, but not
otherwise covered by these
regulations, comply with some or all
of these regulations.

(e) The Secretary may also waive
applicability of these regulations to
specific research activities or classes
of research activities, otherwise
covered by these regulations. Notices
of these actions will be published in
the Federal Register as they occur.

(f) No individual may receive
Department funding for research
covered by these regulations unless
the individual is affliated with or
sponsored by an institution which
assumes responsibility for the
research under an assurance satisfying
the requirements of this part, or the
individual makes other arrangements
with the Department.

(g) Compliance with these
regulations will in no way render
inapplicable pertinent federal, state,
or local laws or regulations.

(h) Each subpart of these
regulations contains a separate
section describing to what the subpart
applies. Research which is covered
by more than one subpart shall
comply with all applicable subparts.

§ 46.102 Definitions.

(a) “‘Secretary’’ means the
Secretary of Health and Human
Services and any other officer or
employee of the Department of
Health and Human Services to whom
authority has been delegated.

(b) *“‘Department’’ or ‘‘HHS"
means the Department of Health and
Human Services.
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(c) “‘Institution’' means any public
or private entity or agency (including
federal, state, and other agencies).

(d) **Legally authorized
representative”’ means an individual
or judicial or other body authorized
under applicable law to consent on
behalf of a prospective subject to the
subject’s participation in the
procedure(s) involved in the research.

(e) ‘‘Research’’ means a
systematic investigation designed to
develop or contribute to generalizable
knowledge. Activities which meet
this definition constitute ‘‘research’’
for purposes of these regulations,
whether or not they are supported or
funded under a program which is
considered research for other
purposes. For example, some
**demonstration’’ and *‘service”
programs may include research
activities.

(f) **Human subject’’ means a
living individual about whom an
investigator (whether professional or
student) conducting research obtains
(1) data through intervention or
interaction with the individual, or (2)
identifiable private information.
“‘Intervention’’ includes both
physical procedures by which data are
gathered (for example, venipuncture)
and manipulations of the subject or
the subject’s environment that are
performed for research purposes.
“‘Interaction’’ includes
communication or interpersonal
contact between investigator and
subject. *‘Private information”’
includes information about behavior
that occurs in a context in which an
individual can reasonably expect that
no observation or recording is taking
place, and information which has
been provided for specific purposes

by an individual and which the
individual can reasonably expect will
not be made public (for example, a
medical record). Private information
must be individually identifiable
(i.e., the identity of the subject is or
may readily be ascertained by the
investigator or associated with the
information) in order for obtaining
the information to constitute research
involving human subjects.

(g) ‘*‘Minimal risk’’ means that the
risks of harm anticipated in the
proposed research are not greater,
considering probability and
magnitude, than those ordinarily
encountered in daily life or during the
performance of routine physical or
psychological examinations or tests.

(h) “*Certification’’ means the
official notification by the institution
to the Department in accordance with
the requirements of this part that a
research project or activity involving
human subjects has been reviewed
and approved by the Institutional
Review Board (IRB) in accordance
with the approved assurance on file at
HHS. (Certification is required when
the research is funded by the
Department and not otherwise exempt
in accordance with § 46.101(b)).

§ 46.103 Assurances.

(a) Each institution engaged in
research covered by these regulations
shall provide written assurance
satisfactory to the Secretary that it
will comply with the requirements set
forth in these regulations.

(b) The Department will conduct or
fund research covered by these
regulations only if the institution has
an assurance approved as provided in
this section, and only if the institution
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has certified to the Secretary that the
research has been reviewed and
approved by an IRB provided for in
the assurance, and will be subject to
continuing review by the IRB. This
assurance shall at a minimum include:

(1) A statement of principles
governing the institution in the
discharge of its responsibilities for
protecting the rights and welfare of
human subjects of research conducted
at or sponsored by the institution,
regardless of source of funding. This
may include an appropriate existing
code, declaration, or statement of
ethical principles, or a statement
formulated by the institution itself.
This requirement does not preempt
provisions of these regulations
applicable to Department-funded
research and is not applicable to any
research in an exempt category listed
in § 46.101.

(2) Designation of one or more
IRBs established in accordance with
the requirements of this subpart, and
for which provisions are made for
meeting space and sufficient staff to
support the IRB's review and
recordkeeping duties.

(3) A list of the IRB members
identified by name; earned degrees;
representative capacity; indications of
experience such as board
certifications, licenses, etc.,
sufficient to describe each member’s
chief anticipated contributions to IRB
deliberations; and any employment or
other relationship between each
member and the institution; for
example: full-time employee, part-
time employee, member of governing
panel or board, stockholder, paid or
unpaid consultant. Changes in IRB

membership shall be reported to the
Secretary. !

(4) Written procedutes which the
IRB will follow (i) for conducting its
initial and continuing review of
research and for reporting its findings
and actions to the investigator and the
institution; (ii) for determining which
projects require review more often
than annually and which projects
need verification from sources other
than the investigators that no material
changes have occurred since previous
IRB review:; (iii) for insuring prompt
reporting to the IRB of proposed
changes in a research activity, and for
insuring that changes in approved
research, during the period for which
IRB approval has already been given,
may not be initiated without IRB
review and approval except where
necessary to eliminate apparent
immediate hazards to the subject: and
(iv) for insuring prompt reporting to
the IRB and to the Secretary! of
unanticipated problems involving
risks to subjects or others.

(c) The assurance shall be executed
by an individual authorized to act for
the institution and to assume on
behalf of the institution the
obligations imposed by these
regulations, and shall be filed in such
form and manner as the Secretary
may prescribe.

(d) The Secretary will evaluate all
assurances submitted in accordance
with these regulations through such
officers and employees of the
Department and such experts or
consultants engaged for this purpose

! Reports should be filed with the Office
for Protection from Research Risks, National
Institutes of Health, Department of Health
and Human Services, Bethesda, Maryland
20205.
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as the Secretary determines to be
appropriate. The Secretary’s
evaluation will take into
consideration the adequacy of the
proposed IRB in light of the
anticipated scope of the institution’s
research activities and the types of
subject populations likely to be

involved, the appropriateness of the
proposed initial and continuing
review procedures in light of the
probable risks, and the size and
complexity of the institution.

(e) On the basis of this evaluation,
the Secretary may approve or
disapprove the assurance, or enter
into negotiations to develop an
approvable one. The Secretary may
limit the period during which any
particular approved assurance or class
of approved assurances shall remain
effective or otherwise condition or
restrict approval.

(f) Within 60 days after the date of
submission to HHS of an application
or proposal, an institution with an
approved assurance covering the
proposed research shall certify that
the application or proposal has been
reviewed and approved by the IRB.
Other institutions shall certify that the
application or proposal has been
approved by the IRB within 30 days
after receipt of a request for such a
certification from the Department. If
the certification is not submitted
within these time limits, the
application or proposal may be
returned to the institution.

§ 46.104 [Reserved]

§ 46.105 [Reserved]

§ 46.106 [Reserved]

§ 46.107 IRB membership.

(a) Each IRB shall have at least
five members, with varying
backgrounds to promote complete and
adequate review of research activities
commonly conducted by the
institution. The IRB shall be
sufficiently qualified through the
experience and expertise of its
members, and the diversity of the
members’ backgrounds including
consideration of the racial and
cultural backgrounds of members and
sensitivity to such issues as
community attitudes, to promote
respect for its advice and counsel in
safeguarding the rights and welfare of
human subjects. In addition to
possessing the professional
competence necessary to review
specific research activities, the IRB
shall be able to ascertain the
acceptability of proposed research in
terms of institutional commitments
and regulations, applicable law, and
standards of professional conduct and
practice. The IRB shall therefore
include persons knowledgeable in
these areas. If an IRB regularly
reviews research that involves a
vulnerable category of subjects,
including but not limited to subjects
covered by other subparts of this part,
the IRB shall include one or more
individuals who are primarily
concerned with the welfare of these
subjects.

(b) No IRB may consist entirely of
men or entirely of women, or entirely
of members of one profession.

(c) Each IRB shall include at least
one member whose primary concerns
are in nonscientific areas; for
example: lawyers, ethicists, members
of the clergy.

(d) Each IRB shall include at least
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one member who is not otherwise
affiliated with the institution and who
is not part of the immediate family of
a person who is affiliated with the
institution,

(e) No IRB may have a member
participating in the IRB’s initial or
continuing review of any project in
which the member has a conflicting
interest, except to provide
information requested by the IRB.

(f) An IRB may, in its discretion,
invite individuals with competence in
special areas to assist in the review of
complex issues which require
expertise beyond or in addition to that
available on the IRB. These
individuals may not vote with the
IRB.

§ 46.108 IRB functions and
operations.

In order to fulfill the requirements
of these regulations each IRB shall:

(a) Follow written procedures as
provided in § 46.103(b)(4).

(b) Except when an expedited
review procedure is used (see
§ 46.110), review proposed research
at convened meetings at which a
majority of the members of the IRB
are present, including at least one
member whose primary concerns are
in nonscientific areas. In order for the
research to be approved, it shall
receive the approval of a majority of
those members present at the
meeting.

(c) Be responsible for reporting to
the appropriate institutional officials
and the Secretary ! any serious or

! Reports should be filed with the Office
for Protection from Research Risks, National
Institutes of Health, Department of Health
and Human Services, Bethesda, Maryland
20205.

continuing noncompliance by
investigators with the requirements
and determinations of the IRB.

§ 46.109 IRB review of research.

(a) An IRB shall review and have
authority to approve, require
modifications in (to secure approval),
or disapprove all research activities
covered by these regulations.

(b) An IRB shall require that
information given to subjects as part
of informed consent is in accordance
with § 46.116. The IRB may require
that information, in addition to that
specifically mentioned in § 46.116,
be given to the subjects when in the
IRB’s judgment the information
would meaningfully add to the
protection of the rights and welfare of
subjects.

(c) An IRB shall require
documentation of informed consent or
may waive documentation in
accordance with § 46.117.

(d) An IRB shall notify
investigators and the institution in
writing of its decision to approve or
disapprove the proposed research
activity, or of modifications required
to secure IRB approval of the
research activity. If the IRB decides
to disapprove a research activity, it
shall include in its written notification
a statement of the reasons for its
decision and give the investigator an
opportunity to respond in person or in
writing.

(e) An IRB shall conduct
continuing review of research covered
by these regulations at intervals
appropriate to the degree of risk, but
not less than once per year, and shall
have authority to observe or have a
third party observe the consent
process and the research.

o3
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§46.110 Expedited review
procedures for certain kinds of
research involving no more than
minimal risk, and for minor
changes in approved research.

(a) The Secretary has established,
and published in the Federal
Register, a list of categories of
research that may be reviewed by the
IRB through an expedited review
procedure. The list will be amended,
as appropriate, through periodic
republication in the Federal
Register.

(b) An IRB may review some or all
of the research appearing on the list
through an expedited review
procedure, if the research involves no
more than minimal risk. The IRB may
also use the expedited review
procedure to review minor changes in
previously approved research during
the period for which approval is
authorized. Under an expedited
review procedure, the review may be
carried out by the IRB chairperson or
by one or more experienced reviewers
designated by the chairperson from
among members of the IRB. In
reviewing the research, the reviewers
may exercise all of the authorities of
the IRB except that the reviewers may
not disapprove the research. A
research activity may be disapproved
only after review in accordance with
the non-expedited procedure set forth
in § 46.108(b).

(¢) Each IRB which uses an
expedited review procedure shall
adopt a method for keeping all
members advised of research
proposals which have been approved
under the procedure,

(d) The Secretary may restrict,
suspend, or terminate an institution’s
or IRB's use of the expedited review

procedure when necessary to protect
the rights or welfare of subjects.

846.111 Criteria for IRB
approval of research.

(a) In order to approve research
covered by these regulations the IRB
shall determine that all of the
following requirements are satisfied:

(1) Risks to subjects are
minimized: (i) By using procedures
which are consistent with sound
research design and which do not
unnecessarily expose subjects to risk,
and (ii) whenever appropriate, by
using procedures already being
performed on the subjects for
diagnostic or treatment purposes.

(2) Risks to subjects are reasonable
in relation to anticipated benefits, if
any, to subjects, and the importance
of the knowledge that may reasonably
be expected to result. In evaluating
risks and benefits, the IRB should
consider only those risks and benefits
that may result from the research (as
distinguished from risks and benefits
of therapies subjects would receive
even if not participating in the
research). The IRB should not
consider possible long-range effects
of applying knowledge gained in the
research (for example, the possible
effects of the research on public
policy) as among those research risks
that fall within the purview of its
responsibility.

(3) Selection of subjects is
equitable. In making this assessment
the IRB should take into account the
purposes of the research and the
setting in which the research will be
conducted.

(4) Informed consent will be
sought from each prospective subject
or the subject’s legally authorized
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representative, in accordance with,
and to the extent required by
§ 46.116. _

(5) Informed consent will be
appropriately documented, in
accordance with, and to the extent
required by § 46.117.

(6) Where appropriate, the research
plan makes adequate provision for
monitoring the data collected to
insure the safety of subjects.

(7) Where appropriate, there are
adequate provisions to protect the
privacy of subjects and to maintain
the confidentiality of data.

(b) Where some or all of the
subjects are likely to be vulnerable to
coercion or undue influence, such as
persons with acute or severe physical
or mental illness, or persons who are
economically or educationally
disadvantaged, appropriate additional
safeguards have been included in the
study to protect the rights and welfare
of these subjects.

§ 46.112 Review by institution.

Research covered by these
regulations that has been approved by
an IRB may be subject to further
appropriate review and approval or
disapproval by officials of the
institution. However, those officials
may not approve the research if it has
not been approved by an IRB.

§ 46.113 Suspension or
termination of IRB approval of
research.

An IRB shall have authority to
suspend or terminate approval of
research that is not being conducted
in accordance with the IRB's
requirements or that has been
associated with unexpected serious
harm to subjects. Any suspension or
termination of approval shall include

a statement of the reasons for the
IRB’s action and shall be reported
promptly to the investigator,
appropriate institutional officials, and
the Secretary.'

§ 46.114 Cooperative research.
Cooperative research projects are
those projects, normally supported
through grants, contracts, or similar
arrangements, which involve
institutions in addition to the grantee
or prime contractor (such as a
contractor with the grantee, or a
subcontractor with the prime
contractor). In such instances, the
grantee or prime contractor remains
responsible to the Department for
safeguarding the rights and welfare of
human subjects. Also, when
cooperating institutions conduct some
or all of the research involving some
or all of these subjects, each
cooperating institution shall comply
with these regulations as though it
received funds for its participation in
the project directly from the
Department, except that in complying
with these regulations institutions
may use joint review, reliance upon
the review of another qualified IRB,
or similar arrangements aimed at
avoidance of duplication of effort.

§ 46.115 IRB records.

(a) An institution, or where
appropriate an IRB, shall prepare and
maintain adequate documentation of
IRB activities, including the
following: '

(1) Copies of all research proposals
reviewed, scientific evaluations, if

! Reports should be filed with the Office
for Protection from Research Risks, National
Institutes of Health, Department of Health
and Human Services, Bethesda, Maryland
20205.
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any, that accompany the proposals,
approved sample consent documents,
progress reports submitted by
investigators, and reports of injuries
to subjects.

(2) Minutes of IRB meetings which
shall be in sufficient detail to show
attendance at the meetings; actions
taken by the IRB; the vote on these
actions including the number of
members voting for, against, and
abstaining; the basis for requiring
changes in or disapproving research;
and a written summary of the
discussion of controverted issues and
their resolution.

(3) Records of continuing review
activities,

(4) Copies of all correspondence
between the IRB and the
investigators.

(5) A list of IRB members as
required by § 46.103(b)(3).

(6) Written procedures for the IRB
as required by § 46.103(b)(4).

(7) Statements of significant new
findings provided to subjects, as
required by § 46.116(b)(5).

(b) The records required by this
regulation shall be retained for at
least 3 years after completion of the
research, and the records shall be
accessible for inspection and copying
by authorized representatives of the
Department at reasonable times and
in a reasonable manner.

§ 46.116 General requirements
for informed consent.

Except as provided elsewhere in
this or other subparts, no investigator
may involve a human being as a
subject in research covered by these
regulations unless the investigator has
obtained the legally effective
informed consent of the subject or the

subject’s legally authorized
representative. An investigator shall
seek such consent only under
circumstances that provide the
prospective subject or the
representative sufficient opportunity
to consider whether or not to
participate and that minimize the
possibility of coercion or undue
influence. The information that is
given to the subject or the
representative shall be in language
understandable to the subject or the
representative. No informed consent,
whether oral or written, may include
any exculpatory language through
which the subject or the
representative is made to waive or
appear to waive any of the subject’s
legal rights, or releases or appears to
release the investigator, the sponsor,
the institution or its agents from
liability for negligence.

(a) Basic elements of informed
consent. Except as provided in
paragraph (c) or (d) of this section, in
seeking informed consent the
following information shall be
provided to each subject:

(1) A statement that the study
involves research, an explanation of
the purposes of the research and the
expected duration of the subject's
participation, a description of the
procedures to be followed, and
identification of any procedures
which are experimental;

(2) A description of any reasonably
foreseeable risks or discomforts to the
subject; '

(3) A description of any benefits to
the subject or to others which may
reasonably be expected from the
research;

(4) A disclosure of appropriate
alternative procedures or courses of
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treatment, if any, that might be
advantageous to the subject;

(5) A statement describing the
extent, if any, to which
confidentiality of records identifying
the subject will be maintained;

(6) For research involving more
than minimal risk, an explanation as
to whether any compensation and an
explanation as to whether any
medical treatments are available if
injury occurs and, if so, what they
consist of, or where further
information may be obtained;

(7) An explanation of whom to
contact for answers to pertinent
questions about the research and
research subjects’ rights, and whom
to contact in the event of a research-
related injury to the subject; and

(8) A statement that participation is
voluntary, refusal to participate will
involve no penalty or loss of benefits
to which the subject is otherwise
entitled, and the subject may
discontinue participation at any time
without penalty or loss of benefits to
which the subject is otherwise
entitled.

(b) Additional elements of
informed consent. When appropriate,
one or more of the following elements
of information shall also be provided
to each subject:

(1) A statement that the particular
treatment or procedure may involve
risks to the subject (or to the embryo
or fetus, if the subject is or may
become pregnant) which are currently
unforeseeable;

(2) Anticipated circumstances
under which the subject’s
participation may be terminated by
the investigator without regard to the
subject’s consent;

(3) Any additional costs to the

subject that may result from
participation in the research;

(4) The consequences of a
subject’s decision to withdraw from
the research and procedures for
orderly termination of participation
by the subject;

(5) A statement that significant
new findings developed during the
course of the research which may
relate to the subject’s willingness to
continue participation will be
provided to the subject; and

(6) The approximate number of
subjects involved in the study.

(c) An IRB may approve a consent
procedure which does not include, or
which alters, some or all of the
elements of informed consent set
forth above, or waive the requirement
to obtain informed consent provided
the IRB finds and documents that:

(1) The research is to be conducted
for the purpose of demonstrating or
evaluating: (i) Federal, state, or local
benefit or service programs which are
not themselves research programs,
(ii) procedures for obtaining benefits
or services under these programs, or
(iii) possible changes in or
alternatives to these programs or
procedures; and

(2) The research could not
practicably be carried out without the
waiver or alteration.

(d) An IRB may approve a consent
procedure which does not include, or
which alters, some or all of the
elements of informed consent set
forth above, or waive the
requirements to obtain informed
consent provided the IRB finds and
documents that:

LY

(1) The research involves no more
than minimal risk to the subjects;
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(2) The waiver or alteration will
not adversely affect the rights and
welfare of the subjects;

(3) The research could not
practicably be carried out without the
waiver or alteration; and

(4) Whenever appropriate, the
subjects will be provided with
additional pertinent information after
participation.

(e) The informed consent
requirements in these regulations are
not intended to preempt any
applicable federal, state, or local laws
which require additional information
to be disclosed in order for informed
consent to be legally effective.

(f) Nothing in these regulations is
intended to limit the authority of a
physician to provide emergency
medical care, to the extent the
physician is permitted to do so under
applicable federal, state, or local law.

§ 46.117 Documentation of
informed consent.

(a) Except as provided in
paragraph (c) of this section,
informed consent shall be
documented by the use of a written
consent form approved by the IRB
and signed by the subject or the
subject’s legally authorized
representative. A copy shall be given
to the person signing the form.

(b) Except as provided in
paragraph (c) of this section, the
consent form may be either of the
following:

(1) A written consent document
that embodies the elements of
informed consent required by
§ 46.116. This form may be read to
the subject or the subject’s legally
authorized representative, but in any
event, the investigator shall give

either the subject or the representative
adequate opportunity to read it before
it is signed; or

(2) A ““short form'’ written
consent document stating that the
elements of informed consent
required by § 46.116 have been
presented orally to the subject or the
subject’s legally authorized
representative. When this method is
used, there shall be a witness to the
oral presentation. Also, the IRB shall
approve a written summary of what is
to be said to the subject or the
representative. Only the short form
itself is to be signed by the subject or
the representative. However, the
witness shall sign both the short form
and a copy of the summary, and the
person actually obtaining consent
shall sign a copy of the summary. A
copy of the summary shall be given to
the subject or the representative, in
addition to a copy of the ‘‘short
form."’

(c) An IRB may waive the
requirement for the investigator to
obtain a signed consent form for some
or all subjects if it finds either:

(1) That the only record linking the
subject and the research would be the
consent document and the principal
risk would be potential harm resulting
from a breach of confidentiality. Each
subject will be asked whether the
subject wants documentation linking
the subject with the research, and the
subject’s wishes will govern; or

(2) That the research presents no
more than minimal risk of harm to

‘subjects and involves no procedures

for which written consent is normally
required outside of the research
context. .

In cases where the documentation
requirement is waived, the IRB may
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require the investigator to provide
subjects with a written statement
regarding the research.

§ 46.118 Applications and
proposals lacking definite plans for
involvement of human subjects.
Certain types of applications for
grants, cooperative agreements, or
contracts are submitted to the
Department with the knowledge that
subjects may be involved within the
period of funding, but definite plans
would not normally be set forth in the
application or proposal. These
include activities such as institutional
type grants (including bloc grants)
where selection of specific projects is
the institution’s responsibility;
research training grants where the
activities involving subjects remain to
be selected; and projects in which
human subjects’ involvement will
depend upon completion of
instruments, prior animal studies, or
purification of compounds. These
applications need not be reviewed by
an IRB before an award may be
made. However, except for research
described in § 46.101(b), no human
subjects may be involved in any
project supported by these awards
until the project has been reviewed
and approved by the IRB, as provided
in these regulations, and certification
submitted to the Department.

§ 46.119 Research undertaken
without the intention of involving
human subjects.

In the event research (conducted or
funded by the Department) is
undertaken without the intention of
involving human subjects, but it is
later proposed to use human subjects
in the research, the research shall first

be reviewed and approved by an IRB,
as provided in these regulations, a
certification submitted to the
Department, and final approval given
to the proposed change by the
Department.

§ 46.120 Evaluation and
disposition of applications and
proposals.

(a) The Secretary will evaluate all
applications and proposals involving
human subjects submitted to the
Department through such officers and
employees of the Department and
such experts and consultants as the
Secretary determines to be
appropriate. This evaluation will take
into consideration the risks to the
subjects, the adequacy of protection
against these risks, the potential
benefits of the proposed research to
the subjects and others, and the
importance of the knowledge to be
gained.

(b) On the basis of this evaluation,
the Secretary may approve or
disapprove the application or
proposal, or enter into negotiations to
develop an approvable one.

§ 46.121 Investigational new drug
or device 30-day delay requirement.
When an institution is required to
prepare or to submit a certification
with an application or proposal under
these regulations, and the application
or proposal involves an
investigational new drug (within the
meaning of 21 U.S.C. 355(i) or
357(d)) or a significant risk device (as
defined in 21 CFR 812.3(m)), the
institution shall identify the drug or
device in the certification. The
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institution shall also state whether the
30-day interval required for
investigational new drugs by 21 CFR
312.1(a) and for significant risk
devices by 21 CFR 812.30 has
elapsed, or whether the Food and
Drug Administration has waived that
requirement. If the 30-day interval
has expired, the institution shall state
whether the Food and Drug
Administration has requested that the
sponsor continue to withhold or
restrict the use of the drug or device
in human subjects. If the 30-day
interval has not expired, and a waiver
has not been received, the institution
shall send a statement to the
Department upon expiration of the
interval. The Department will not
consider a certification acceptable
until the institution has submitted a
statement that the 30-day interval has
elapsed, and the Food and Drug
Administration has not requested it to
limit the use of the drug or device, or
that the Food and Drug
Administration has waived the 30-day
interval.

§ 46.122 Use of Federal funds.
Federal funds administered by the
Department may not be expended for
research involving human subjects
unless the requirement of these
regulations, including all subparts of
these regulations, have been satisfied.

§ 46.123 Early termination of
research funding; evaluation of
subsequent applications and
proposals.

(a) The Secretary may require that
Department funding for any project
be terminated or suspended in the
manner prescribed in applicable

program requirements, when the
Secretary finds an institution has
materially failed to comply with the
terms of these regulations.

(b) In making decisions about
funding applications or proposals
covered by these regulations the
Secretary may take into account, in
addition to all other eligibility
requirements and program criteria,
factors such as whether the applicant
has been subject to a termination or
suspension under paragraph (a) of this
section and whether the applicant or
the person who would direct the
scientific and technical aspects of an
activity has in the judgment of the
Secretary materially failed to
discharge responsibility for the
protection of the rights and welfare of
human subjects (whether or not
Department funds were involved).

§ 46.124 Conditions.

With respect to any research
project or any class of research
projects the Secretary may impose
additional conditions prior to or at the
time of funding when in the
Secretary's judgment additional
conditions are necessary for the
protection of human subjects.

Subpart B—Additional Protections
Pertaining to Research
Development, and Related
Activities Involving Fetuses,
Pregnant Women, and Human in

Vitro Fertilization
Source: 40 FR 33528, Aug. B, 1975, 43 FR
1758, January 11, 1978, 43 FR
51559, November 3, 1978
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§ 46.201 Applicability.

(a) The regulations in this subpart
are applicable to all Department of
Health, Education, and Welfare
grants and contract supporting
research, development, and related
activities involving: (1) The fetus, (2)
pregnant women, and (3) human in
vitro fertilization.

(b) Nothing in this subpart shall be
construed as indicating that
compliance with the procedures set
forth herein will in any way render
inapplicable pertinent State or local
laws bearing upon activities covered
by this subpart.

(c) The requirements of this
subpart are in addition to those
imposed under the other subparts of
this part.

§ 46.202 Purpose.

It is the purpose of this subpart to
provide additional safeguards in
reviewing activities to which this
subpart is applicable to assure that
they conform to appropriate ethical
standards and relate to important
societal needs.

§ 46.203 Definitions.

As used in this subpart:

(a) ‘‘Secretary’’ means the
Secretary of Health, Education, and
Welfare and any other officer or
employee of the Department of
Health, Education, and Welfare to
whom authority has been delegated.

(b) “‘Pregnancy’’ encompasses the
period of time from confirmation of
implantation (through any of the
presumptive signs of pregnancy, such
as missed menses, or by a medically
acceptable pregnancy test), until
expulsian or extraction of the fetus.

(c) *‘Fetus’’ means the product of
conception from the time of
implantation (as evidenced by any of
the presumptive signs of pregnancy,
such as missed menses. or a
medically acceptable pregnancy test),
until a determination is made,
following explusion or extraction of
the fetus, that it is viable.

(d) **Viable'" as it pertains to the
fetus means being able, after either
spontaneous or induced delivery, to
survive (given the benefit of available
medical therapy) to the point of
independently maintaining heart
beat and respiration. The Secretary
may from time to time, taking into
account medical advances, publish in
the FEDERAL R EGISTER guidelines
to assist in determining whether a
fetus is viable for purposes of this
subpart. If a fetus is viable after
delivery, it is a premature infant.

(e) “*Nonviable fetus'® means a
fetus ex utero which, although living,
is not viable.

(f) **Dead fetus'' means a fetus ex
utero which exhibits neither
heartbeat, spontaneous respiratory
activity, spontaneous movement of
voluntary muscles, nor pulsation of
the umbilical cord (if still attached).

(g) “*In virro fertilization"’ means
any fertilization of human ova which
occurs outside the body of a female,
either through admixture of donor
human sperm and ova or by any other
means.

§ 46.204 Ethical Advisory
Boards.

(a) One or more Ethical Advisory
Boards shall be established by the
Secretary. Members of these board(s)
shall be so selected that the board(s)
will be competent to deal with
medical, legal, social, ethical, and

101
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related issues and may include, for
example, research scientists,
physicians, psychologists,
sociologists, educators, lawyers, and
ethicists, as well as representatives of
the general public. No board member
may be a regular, full-time employee
of the Department of Health,
Education, and Welfare.

(b) At the request of the Secretary,
the Ethical Advisory Board shall
render advice consistent with the
policies and requirements of this Part
as to ethical issues, involving
activities covered by this subpart,
raised by individual applications or
proposals. In addition, upon request
by the Secretary, the Board shall
render advice as to classes of
applications or proposals and general
policies, guidelines, and procedures.

(c) A Board may establish, with
the approval of the Secretary, classes
of applications or proposals which:
(1) Must be submitted to the Board,
or (2) need not be submitted to the
Board. Where the Board so
establishes a class of applications or
proposals which must be submitted,
no application or proposal within the
class may be funded by the
Department or any component thereof
until the application or proposal has
been reviewed by the Board and the
Board has rendered advice as to its
acceptability from an ethical
standpoint.

(d) No application or proposal
involving human in vitro fertilization
may be funded by the Department or
any component thereof until the
application or proposal has been
reviewed by the Ethical Advisory
Board and the Board has rendered
advice as to its acceptability from an
ethical standpoint.

§ 46.205 Additional duties of the
Institutional Review Boards in
connection with activities
involving fetuses, pregnant
women, or human in vitro
fertilization.

(a) In addition to the
responsibilities prescribed for
Institutional Review Boards under
Subpart A of this part, the applicant’s
or offeror’s Board shall, with respect
to activities covered by this subpart,
carry out the following additional
duties:

(1) Determine that all aspects of
the activity meet the requirements of
this subpart;

(2) Determine that adequate
consideration has been given to the
manner in which potential subjects
will be selected, and adequate
provision has been made by the
applicant or offeror for monitoring
the actual informed consent process
(e.g., through such mechanisms,
when appropriate, as participation by
the Institutional Review Board or
subject advocates in: (i) Overseeing
the actual process by which
individual consents required by this
subpart are secured either by
approving induction of each
individual into the activity or
verifying, perhaps through sampling,
that approved procedures for
induction of individuals into the
activity are being followed, and (ii)
monitoring the progress of the
activity and intervening as necessary
through such steps as visits to the
activity site and continuing evaluation
to determine if any unanticipated
risks have arisen); '

(3) Carry out such other
responsibilities as may be assigned by
the Secretary.
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(b) No award may be issued until
the applicant or offeror has certified
to the Secretary that the Institutional
Review Board has made the
determinations required under
paragraph (a) of this section and the
Secretary has approved these
determinations, as provided in
§ 46.120 of Subpart A of this part.

(c) Applicants or offerors seeking
support for activities covered by this
subpart must provide for the
designation of an Institutional Review
Board, subject to approval by the
Secretary, where no such Board has
been established under Subpart A of
this part.

§ 46.206 General limitations,

(a) No activity to which this
subpart is applicable may be
undertaken unless:

(1) Appropriate studies on animals
and nonpregnant individuals have
been completed;

(2) Except where the purpose of
the activity is to meet the health
needs of the mother or the particular
fetus, the risk to the fetus is minimal
and, in all cases, is the least possible
risk for achieving the objectives of
the activity.

(3) Individuals engaged in the
activity will have no part in: (i) Any
decisions as to the timing, method,
and procedures used to terminate the
pregnancy, and (ii) determining the
viability of the fetus at the
termination of the pregnancy; and

(4) No procedural changes which
may cause greater than minimal risk
to the fetus or the pregnant woman
will be introduced into the procedure
for terminating the pregnancy solely
in the interest of the activity.

(b) No inducements, monetary or
otherwise, may be offered to
terminate pregnancy for purposes of
the activity.

[40 FR 33528, Aug. 8, 1975, as amended at -
40 FR 51638. Nov. 6, 1975]

§ 46.207 Activities directed
toward pregnant women as
subjects.

(a) No pregnant woman may be
involved as a subject in an activity
covered by this subpart unless: (1)
The purpose of the activity is to meet
the health needs of the mother and the
fetus will be placed at risk only to the
minimum extent necessary to meet
such needs, or (2) the risk to the fetus
is minimal.

(b) An activity permitted under
paragraph (a) of this section may be
conducted only if the mother and
father are legally competent and have
given their informed consent after
having been fully informed regarding
possible impact on the fetus, except
that the father’s informed consent
need not be secured if: (1) The
purpose of the activity is to meet the
health needs of the mother; (2) his
identity or whereabouts cannot
reasonably be ascertained; (3) he is
not reasonably available; or (4) the
pregnancy resulted from rape.

§ 46.208 Activities directed
toward fetuses in utero as
subjects.

(a) No fetus in utero may be
involved as a subject in any activity
covered by this subpart unless: (1)
The purpose of the activity is to meet
the health needs of the particular fetus
and the fetus will be placed at risk
only to the minimum extent necessary
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to meet such needs, or (2) the risk to
the fetus imposed by the research is
minimal and the purpose of the
activity is the development of
important biomedical knowledge
which cannot be obtained by other
means.

(b) An activity permitted under
paragraph (a) of this section may be
conducted only if the mother and
father are legally competent and have
given their informed consent, except
that the father's consent need not be
secured if: (1) His identity or
whereabouts cannot reasonably be
ascertained, (2) he is not reasonably
available, or (3) the pregnancy
resulted from rape.

§ 46.209 Activities directed
toward fetuses ex utero,
including nonviable fetuses, as
subjects.

(a) Until it has been ascertained
whether or not a fetus ex utero is
viable, a fetus ex utero may not be
involved as a subject in an activity
covered by this subpart unless:

(1) There will be no added risk to
the fetus resulting from the activity,
and the purpose of the activity is the
development of important biomedical
knowledge which cannot be obtained
by other means, or

(2) The purpose of the activity is to
enhance the possibility of survival of
the particular fetus to the point of
viability.

(b) No nonviable fetus may be
involved as a subject in an activity
covered by this subpart unless:

(1) Vital functions of the fetus will
not be artificially maintained,

(2) Experimental activities which
of themselves would terminate the
heartbeat or respiration of the fetus
~will not be employed, and

(3) The purpose of the activity is
the development of important
biomedical knowledge which cannot
be obtained by other means,

(c) In the event the fetus ex utero
is found to be viable, it may be
included as a subject in the activity
only to the extent permitted by and in
accordance with the requirements of
other subparts of this part.

(d) An activity permitted under
paragraph (a) or (b) of this section
may be conducted only if the mother
and father are legally competent and
have given their informed consent,
except that the father’s informed
consent need not be secured if: (1) his
identity or whereabouts cannot
reasonably be ascertained, (2) he is
not reasonably available, or (3) the
pregnancy resulted from rape.

§ 46.210 Activities involving the
dead fetus, fetal material, or the
placenta.

Activities involving the dead fetus,
mascerated fetal material, or cells,
tissue, or organs excised from a dead
fetus shall be conducted only in
accordance with any applicable State
or local laws regarding such
activities.

§ 46.211 Modification or waiver
of specific requirements.

Upon the request of an applicant or
offeror (with the approval of its
Institutional Review Board), the
Secretary may modify or waive
specific requirements of this subpart,
with the approval of the Ethical
Advisory Board after such
opportunity for public comment as
the Ethical Advisory Board considers
appropriate in the particular instance.
In making such decisions, the
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Secretary will consider whether the
risks to the subject are so outweighed
by the sum of the benefit to the
subject and the importance of the
knowledge to be gained as to warrant
such modification or waiver and that
such benefits cannot be gained except
through a modification or waiver.
Any such modifications or waivers
will be published as notices in the
FEDERAL R EGISTER

Subpart C—Additional Protections
Pertaining to Biomedical and
Behavioral Research Involving
Prisoners as Subjects

Source: 43 FR 53655, Nov 16, 1978
§ 46.301 Applicability.

(a) The regulations in this subpart
are applicable to all biomedical and
behavioral research conducted or
supported by the Department of
Health, Education, and Welfare
involving prisoners as subjects,

(b) Nothing in this subpart shall be
construed as indicating that
compliance with the procedures set
forth herein will authorize research
involving prisoners as subjects, to the
extent such research is limited or
barred by applicable State or local
law.

(c) The requirements of this
subpart are in addition to those
imposed under the other subparts of
this part.

§ 46.302 Purpose.

Inasmuch as prisoners may be
under constraints because of.their
incarceration which could affect their
ability to make a truly voluntary and
uncoerced decision whether or not to
participate as subjects in research, it
is the purpose of this subpart to

provide additional safeguards for the
protection of prisoners involved in
activities to which this subpart is
applicable.

§ 46.303 Definitions.

As used in this subpart:

(a) ‘‘Secretary’’ means the
Secretary of Health, Education, and
Welfare and any other officer or
employee of the Department of
Health, Education, and Welfare to
whom authority has been delegated.

(b) ““DHEW "’ means the
Department of Health, Education,
and Welfare.

(c) *‘Prisoner’’ means any
individual involuntarily confined or
detained in a penal institution. The
term is intended to encompass
individuals sentenced to such an
institution under a criminal or civil
statute, individuals detained in other
facilities by virtue of statutes or
commitment procedures which
provide alternatives to criminal
prosecution or incarceration in a
penal institution, and individuals
detained pending arraignment, trial,
or sentencing.

(d) ‘*Minimal risk '’ is the

" probability and magnitude of physical

or psychological harm that is
normally encountered in the daily
lives, or in the routine medical,
dental, or psychological examination
of healthy persons.

§ 46.304 Composition of
Institutional Review Boards
where prisoners are involved.

In addition to satisfying the
requirements in § 46.107 of this part,
an Institutional Review Board,
carrying out responsibilities under
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this part with respect to research
covered by this subpart, shall also
meet the following specific
requirements:

(a) A majority of the Board
(exclusive of prisoner members) shall
have no association with the prison(s)
involved, apart from their
membership on the Board.

(b) At least one member of the
Board shall be a prisoner, or a
prisoner representative with
appropriate background and
experience to serve in that capacity,
except that where a particular
research project is reviewed by more
than one Board only one Board need
satisfy this requirement.

§ 46.305 Additional duties of the
Institutional Review Boards
where prisoners are involved.

(a) In addition to all other
responsibilities prescribed for
Institutional Review Boards under
this part, the Board shall review
research covered by this subpart and
approve such research only if it finds
that:

(1) The research under review
represents one of the categories of
research permissible under
§ 46.306(a)(2);

(2) Any possible advantages
accruing to the prisoner through his
or her participation in the research,
when compared to the general living
conditions, medical care, quality of
food, amenities and opportunity for
earnings in the prison, are not of such
a magnitude that his or her ability to
weigh the risks of the research against
the value of such advantages in the
limited choice environment of the
prison is impaired;

(3) The risks involved in the
research are commensurate with risks
that would be accepted by
nonprisoner volunteers;

(4) Procedures for the selection of
subjects within the prison are fair to
all prisoners and immune from
arbitrary intervention by prison
authorities or prisoners. Unless the
principal investigator provides to the
Board justification in writing for
following some other procedures,
control subjects must be selected
randomly from the group of available
prisoners who meet the characteristics
needed for that particular research
project;

(5) The information is presented in
language which is understandable to
the subject population;

(6) Adequate assurance exists that
parole boards will not take into
account a prisoner’s participation in
the research in making decisions
regarding parole, and each prisoner is
clearly informed in advance that
participation in the research will have
no effect on his or her parole; and

(7) Where the Board finds there
may be a need for follow-up
examination or care of participants
after the end of their participation,
adequate provision has been made for
such examination or care, taking into
account the varying lengths of
individual prisoners’ sentences, and
for informing participants of this fact.

(b) The Board shall carry out such
other duties as may be assigned by
the Secretary.

(c) The institution shall certify to
the Secretary, in such form and
manner as the Secretary may require,
that the duties of the Board under this
section have been fulfilled.
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§ 46.306 Permitted research
involving prisoners.

(a) Biomedical or behavioral
research conducted or supported by
DHEW may involve prisoners as
subjects only if:

(1) The institution responsible for
the conduct of the research has
certified to the Secretary that the
Institutional Review Board has
approved the research under § 46.305
of this subpart; and

(2) In the judgment of the
Secretary the proposed research
involves solely the following:

(A) Study of the possible causes,
effects, and processes of
incarceration, and of criminal
behavior, provided that the study
presents no more than minimal risk
and no more than inconvenience to
the subjects;

(B) Study of prisons as institutional
structures or of prisoners as
incarcerated persons, provided that
the study presents no more than
minimal risk and no more than
inconvenience to the subjects;

(C) Research on conditions
particularly affecting prisoners as a
class (for example, vaccine trials and
other research on hepatitis which is
much more prevalent in prisons than
elsewhere; and research on social and
psychological problems such as
alcoholism, drug addiction and sexual
assaults) provided that the study may
proceed only after the Secretary has
consulted with appropriate experts
including experts in penology
medicine and ethics, and published
notice, in the FEDERAL R EGISTER,
of his intent to approve such research;
or

(D) Research on practices, both
innovative and accepted, which have

the intent and reasonable probability
of improving the health or well-
being of the subject. In cases in
which those studies require the
assignment of prisoners in a manner
consistent with protocols approved by
the IRB to control groups which may
not benefit from the research, the
study may proceed only after the
Secretary has consulted with
appropriate experts, including experts
in penology medicine and ethics, and
published notice, in the FEDERAL

R EGISTER, of his intent to approve such
research.

(b) Except as provided in
paragraph (a) of this section,
biomedical or behavioral research
conducted or supported by DHEW
shall not involve prisoners as
subjects.

NOTICES

HUMAN SUBJECTS
Minimum Criteria Identifying the
Viable Fetus

On March 13, 1975, regulations
were published in the FEDERAL
R EGISTER(40 FR 11854) relating to the
protection of human subjects in
research, development, and related
activities supported by Department of
Health, Education, and Welfare
grants and contracts. These
regulations are codified at 45 CFR
Part 46.
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Elsewhere in this issue of the
FEDERAL R EGISTER, the Secretary
is amending 45 CFR Part 46 by,
among other things, adding a new
Subpart B to provide additional
protections pertaining to research,
development, and related activities
involving fetuses, pregnant women,
and in vitro fertilization.

Section 46.203(e) of Subpart B
provides inter alia as follows:

The Secretary may from time to time,
taking into account medical advances,
publish in the FEDERAL R EGISTER

guidelines to assist in determining whether a
fetus is viable for purposes of this subpart.

This notice is published in
accordance with § 46.203(e). For
purposes of Subpart B, the guidelines
indicating that a fetus other than a
dead fetus within the meaning of
§ 46.203(g) is viable include the
following:

an estimated gestational age of 20 weeks or
more and a body weight of 500 grams or
more.

FEDERAL REGISTER, VOL 40,
AUGUST 8, 1975
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DEPARTMENT OF HEALTH AND
HUMAN SERVICES (HHS)

(See Appendix A for the full text of the HHS regulations)

Research Conducted or
Supported by HHS.

HHS conducts and supports extensive biomedical and
behavioral research.

Source: P.L. 93-348 (1974); 45 CFR 46 (revised January
26, 1981); DHEW Grants Administration Manual, Chap.
1—-40; Public Health Service Instruction Booklet for Grant
Application Form PHS 398 (rev. 5/80); NIH Handbook for
Executive Secretaries (May 1980); NIH Orientation Hand-
book for Members of Scientific Review Groups (August
1981); 45 CFR 76 (October 9, 1980); letter (May 7, 1980) and
chart (November 25, 1981) from Charles R. McCarthy, Direc-
tor, Office for Protection from Research Risks.

Applicability: 45 CFR 46 applies to all research
involving human subjects conducted or supported in whole
or in part by HHS with the exception of categories of re-
search specifically exempt (see below). “Human subject” is
defined as a living individual about whom an investigator
conducting research obtains (1) data through intervention
or interaction with the individual, or (2) individually iden-
tifiable private information. Categories of research exempt
from HHS regulations (45 CFR 46) include:

(A) Research conducted in established or commonly ac-
cepted educational settings, involving normal educational
practices, such as (1) research on regular and special educa-
tion instructional strategies, or (2) research on the effective-
ness of or the comparison among instructional techniques,
curricula, or classroom management methods.

(B) Research involving the use of educational tests
(cognitive, diagnostic, aptitude, achievement), if informa-
tion taken from these sources is recorded in such a manner
that subjects cannot be identified, directly or through iden-
tifiers linked to the subjects.

(C) Research involving survey or interview procedures,
except where all of the following conditions exist: (1) Re-
sponses are recorded in such a manner that the human sub--
jects can be identified, directly or through identifiers linked
to the subjects, (2) the subject’s responses, if they became
known outside the research, could reasonably place the
subject at risk of criminal or civil liability or be damaging
to the subject’s financial standing or employability, and (3)
the research deals with sensitive aspects of the subject’s
own behavior, such as illegal conduct, drug use, sexual be-
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havior, or use of alcohol. All research involving survey or
interview procedures is exempt, without exception, when
the respondents are elected or appointed public officials or
candidates for public office.

(D) Research involving the observation (including ob-
servation by participants) of public behavior, except where
all of the following conditions exist: (1) Observations are
recorded in such a maner that the human subjects can be
identifed, directly or through identifiers linked to the sub-
jects, (2) the observations recorded about the individual, if
they became known outside the research, could reasonably
place the subject at risk of criminal or civil liability or be
damaging to the subject’s financial standing or employabil-
ity, and (3) the research deals with sensitive aspects of the
subject’s own behavior such as illegal conduct, drug use,
sexual behavior, or use of alcohol.

(E) Research involving the collection or study of ex-
isting data, documents, records, pathological specimens, or
diagnostic specimens, if these sources are publicly avail-
able or if the information is recorded by the investigator in
such a manner that subjects cannot be identified, directly or
through identifiers linked to the subjects.

45 CFR 76 are the regulations concerning debarment
and suspension from eligiblity for financial assistance.

Review Procedures:

(A) Local Review. Each institution engaged in research
covered by 45 CFR 46 must provide written assurance satis-
factory to the Secretary, HHS, assurance must at a minimum
include (a) a statement of principles governing the institu-
tion in the fulfillment of its responsibilities for protecting
the rights and welfare of human subjects, (b) designation of
one or more Institutional Review Boards (IRBs) established
in accordance with the regulations, and for which provi-
sions are made for meeting space and sufficient staff to sup-
port the IRB’s review and record keeping duties, (c) a list of
IRB members by name, earned degrees, indications of expe-
rience, representative capacity, and relationship to the in-
stitution, and (d) written procedures for: (1) conducting ini-
tial and continuing review of research proposals and
activities, and for reporting its findings and actions to the
investigator and the institution, (2) determining which
projects require review more often than annually and which
projects need verification from sources other than the in-
vestigators that no material changes have occurred since
previous IRB review, (3) reporting any proposed changes in
a research activity to the IRB, and insuring that such
changes are reviewed when necessary, and (4) the reporting
of unanticipated problems involving risks to subjects or
others, to the IRB and to HHS.
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The IRB must be competent to review the research pro-
posals for conformity with institutional commitments and
regulations, applicable law, and standards of professional
conduct and practice. The IRB must be composed of no less
than five persons of varying backgrounds sufficiently capa-
ble and qualified to review research proposals and activities
commonly conducted by the institution. No IRB may
consist entirely of men or of women; of officers, employees
or agents of the institution; or of members of a single pro-
fessional group. Each IRB must include at least one member
whose primary concerns are in nonscientifie areas.

Institutions submitting an application for research
funds from HHS must certify that the proposal has been re-
viewed and approved by the appropriate IRB in conformity
with the requirements set forth in 45 CFR 46. IRB decisions
must be made at convened meetings with a majority of
members present, one of which must be a member whose
primary concerns are in nonscientific areas. In order for the
research to be approved, it must be approved by a majority
of those IRB members present at the meeting.

An IRB may use an expedited review procedure in the
case of specified categories of research when it finds that
there is no more than minimal risk. Expedited review pro-
cedures may also be followed in the case of minor changes
in previously approved research during the period for
which approval is authorized. The Secretary has published
in the Federal Register a list of categories of research activi-
ties that are eligible for expedited review if the IRB deter-
mines that they involve no more than minimal risk. Under
an expedited review procedure, the review may be carried
out by the IRB chairperson or by one or more experienced
IRB members designated by the chairperson. The reviewers
may exercise all the authorities of the IRB except that re-
viewers may not disapprove the research. Disapproval re-
quires IRB review in accordance with non-expedited review
procedures. Each IRB which uses an expedited review pro-
cedure shall adopt a method for keeping all members ad-
vised of research proposals that have been approved by ex-
pedited review,

(B) Agency Review. After the research institution
certifies that the IRB has reviewed and approved a research
proposal, the entire research plan is reviewed at the agency
level by initial review groups (‘“study sections'). In addi-
tion to reviewing the scientific merit and soundness of each
application, these review groups also consider aspects of
the research related to the protection of human subjects.

Each application for research involving human subjects
must include a description of:
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(1) criteria for subject selection or the sources of speci-
mens or data from human subjects;

(2) recruitment and consent procedures;

(3) potential risks to subjects;

(4) proposed procedures for protecting against or
minimizing those risks;

(5) potential benefits to be gained by the subjects, as
well as society in general; and

(6) the relation between the risks to subjects and the
anticipated benefits.

Study Sections are directed to review the applicant’'s de-
scriptions of those factors and to include in the “Summary
Statement’’ of their review any concerns that members wish
to express regarding the assessment of risks and benefits,
the acceptability of the risks, the adequacy of measures to
minimize or protect against risks, and the procedures for se-
lection of subjects, recruitment, and consent.

Any problems identified by the scientific review bodies
are brought to the attention of the appropriate National Ad-
visory Council or Board (often after consultation with OPRR
staff). Following scientific review, OPRR reviews each sum-
mary statement to determine whether problems relating to
human subjects have been properly identified. Where prob-
lems exist, OPRR coordinates resolution of the problems by
the appropriate funding institute or agency. No HHS-
funded research with human subjects may be initiated be-
fore such problems are resolved.

HHS officials make the final decision as to whether or
not the research will be funded, taking into account recom-
mendations of the initial review groups and the advisory
councils.

Review Standards: In order to approve research the IRB
must determine that the following requirements are
satisfied:

(1) the risks to subjects are minimized by using proce-
dures consistent with sound research design and
which do not unnecessarily expose subjects to risk,
and whenever appropriate, by using procedures al-
ready performed on the subjects for diagnostic or treat-
ment purposes;

(2) the risks to subjects are reasonable in relation to an-
ticipated benefits, if any, to subjects, and the impor-
tance of the knowledge that may reasonably be ex-
pected to result;

(3) selection of subjects is equitable;

(4) informed consent will be sought from each prospec-
tive subject or the subject's legally authorized repre-
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sentative in accordance with, and to the extent re-
quired by the regulations;

(5) consent will be appropriately documented;

(6) where appropriate, the research plan makes ade-
quate provision for monitoring the data collected to in-
sure the safety of subjects;

(7) where appropriate, there are adequate provisions to
protect the privacy of subjects and to maintain the
confidentiality of data; and

(8) where some or all of the subjects are likely to be
vulnerable to coercion or undue influence, such as
persons with acute or severe physical or mental ill-
ness, or persons who are economically or educational-
ly disadvantaged, appropriate additional safeguards
have been included in the study to protect the rights
and welfare of these subjects.

Research that has been approved by an IRB may be sub-
ject to further appropriate review and approval or disap-
proval by officials of the institution. However, those offi-
cials may not approve the research if it has not been
approved by an IRB.

The IRB must have authority to suspend or terminate
approval of research that is not being conducted in accord-
ance with the IRB’s requirements or that has been associ-
ated with unexpected serious harm to subjects. Any suspen-
sion or termination of approval must include a statement of
the reasons for the IRB's action and be reported promptly to
the investigator, appropriate institutional officials, and the
Secretary.

Consent Provisions: Investigators are required to obtain
the legally effective informed consent of the subject or the
subject’s legally authorized representative, before involving
them in any research project covered by the regulations.
Prospective subjects, in circumstances free from coercion or
undue influence, must be given sufficient opportunity to
consider whether or not to participate. Information must be
provided in language that is understandable to the subject
or to the subject’s representative and a copy of the informa-
tion provided and the signed consent form must be given to
the subject or the subject’s representative. No exculpatory
language may be included.

(A) The Basic Elements of Information Necessary for
Informed Consent.

(1) A statement that the study involves research, an ex-
planation of the purposes of the research and the ex-
pected duration of the subject’s participation, a de-
scription of the procedures to be followed, and
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identification of any procedures which are experimen-
tal;

(2) A description of any reasonably foreseeable risks or
discomforts to the subject;

(3) A description of any benefits to the subject or to
others which may reasonably be expected from the re-
search;

(4) A disclosure of appropriate alternative procedures
or courses of treatment, if any, that might be advanta-
geous to the subject;

(5) A statement describing the extent, if any, to which
confidentiality of records identifying the subject will
be maintained;

(6) For research involving more than minimal risk, an
explanation as to whether any compensation and an
explanation as to whether any medical treatments are
available if injury occurs and, if so, what they consist
of, or where further information may be obtained;

(7) An explanation of whom to contact for answers to
pertinent questions about the research and research
subjects’ rights, and whom to contact in the event of a
research-related injury to the subject; and

(8) A statement that participation is voluntary, refusal
to participate will involve no penalty or loss of bene-
fits to which the subject is otherwise entitled, and the
subject may discontinue participation at any time
without penalty or loss of benefits to which the subject
is otherwise entitled.

(B) Additional Elements of Informed Consent. When
appropriate, one or more of the following elements of infor-
mation must also be provided to each subject:

(1) A statement that the particular treatment or proce-
dure may involve risks to the subject (or to the embryo
or fetus, if the subject is or may become pregnant)
which are currently unforeseeable;

(2) Anticipated circumstances under which the sub-
ject’s participation may be terminated by the investi-
gator without regard to the subject’s consent;

(3) Any additional costs to the subject that may result
from participation in the research;

(4) The consequences of a subject’s decision to with-
draw from the research and procedures for orderly ter-
mination of participation by the subject;

(5) A statement that significant new findings devel-
oped during the course of the research which may re-
late to the subject’s willingness to continue participa-
tion will be provided to the subject; and
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(6) The approximate number of subjects involved in
the study.

(C) Modification or Waiver of Consent Requirements.
An IRB may approve a consent procedure which does not
include, or which alters, some or all of the elements of in-
formed consent set forth above, or waive the requirement to
obtain informed consent provided the IRB finds and docu-
ments that:

(1) The research is to be conducted for the purpose of
demonstrating or evaluating: (a) Federal, state, or local
benefit or service programs which are not themselves
research programs, (b) procedures for obtaining bene-
fits or services under these programs, or (c) possible
changes in or alternatives to these programs or proce-
dures; and

(2) The research could not practicably be carried out
without the waiver or alteration.

An IRB may also approve a consent procedure which
omits or which alters some or all of the elements of in-
formed consent, or waive the requirements to obtain in-
formed consent provided the IRB finds and documents that:

(1) The research involves no more than minimal risk to
the subjects;

(2) The waiver or alteration will not adversely affect
the rights and welfare of the subjects;

(3) The research could not practicably be carried out
without the waiver of alteration; and

(4) Whenever appropriate, the subjects will be provid-
ed with additional pertinent information after partici-
pation.

(D) Documentation of Informed Consent. Informed
consent must be documented by the use of a written
consent form approved by the IRB and signed by the subject
or the subject’s legally authorized representative. The docu-
mentation of consent may take one of two forms. The
consent document must either contain all the basic ele-
ments of informed consent or else state that the elements of
informed consent have been presented orally. In the latter
case the IRB must approve a written summary of what is to
be presented orally and there must be a witness to the oral
presentation who must sign both the short form and a copy
of the summary. The subject or the subject’s representative
must always be given adequate opportunity to read the
consent form before signing it and must be provided with a
copy of the document. When a short form is used, a copy of
the summary must be provided as well.

An IRB may waive the requirement for the investigator
to obtain a signed consent form if it finds: (1) that the only
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record linking the subject and the research would be the
consent document and the principal risk would be potential
harm resulting from a breach of confidentiality or (2) that
the research presents no more than minimal risk and in-
volves no procedures for which written consent is normally
required outside of the research context. In cases where the
requirement for documentation of consent is waived, the
IRB may require the investigator to provide subjects with a
written statement regarding the research.

Special Subjects: Additional protections and special
procedures are required for research involving prisoners
and for research involving fetuses, pregnant women, and
human in vitro fertilization. The sorts of research that these
subjects may be involved in is restricted and the IRB is re-
quired to make additional determinations before approving
any research that involves such subjects. See 45 CFR 46
Subpart B for the additional protections pertaining to re-
search, development, and related activities involving fetus-
es, pregnant women, and human in vitro fertilization. See
45 CFR 46 Subpart C for the additional protections per-
taining to biomedical and behavioral research involving
prisoners as subjects.

Sanctions: The Secretary may terminate or suspend
funding if an institution has materially failed to comply
with the terms of HHS regulations (45 CFR 46). Debarment
regulations (45 CFR 46) set forth procedures for temporary
suspension of institutions or individuals from eligibility
under HHS discretionary programs for financial assistance.
Causes for debarment include fiscal mismanagement, con-
viction for any criminal offense related to obtaining a con-
tract or performing under a contract, and serious violation
of any applicable statute, regulations, or other terms or con-
ditions of a previous award of financial assistance. The fi-
nal decision to debar rests with the Secretary of HHS and
“shall be rendered solely in the best interest of the Govern-
ment.”” The HHS debarment provisions do not refer specifi-
cally to noncompliance with regulations for the protection
of the rights and welfare of human subjects.

Reporting of Injuries and Complaints: Prior to July
1981, HHS regulations required that unanticipated prob-
lems involving risks to subjects be reported to IRBs; the reg-
ulations which became effective July 27, 1981 specifically
require institutions to have procedures for reporting
unanticipated problems involving risks to subjects or others
to the Office for Protection from Research Risks (OPRR).
Furthermore, IRBs now are required to report to appropriate
institutional officials as well as to OPRR any cases of seri-
ous or continuing noncompliance. If the problems involve
drugs or medical devices they are also to be reported to the
FDA.
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In 1979-81 OPRR received nineteen reports of alleged
noncompliance with the regulations. In three cases no ac-
tion was necessary because the incident proved to be un-
founded or unverifiable. In two cases the institution’s re-
sponse to the problem was considered adequate and no
further action was required. In two cases an institution has
been required to correct its review procedures and in one
case an institution has been suspended from participation
in a cooperative oncology study. OPRR has twice taken ac-
tion against an investigator; one investigator has been cau-
tioned, another researcher has had special restrictions and
conditions attached to research funds. Nine cases are still
under investigation or awaiting a decision regarding De-
partmental action. In one of these cases, however, the re-
search contract has been partially terminated and the inves-
tigators reprimanded and restrictions imposed.

In addition, OPRR received four reports in 1979-81 of
alleged research injuries. In two cases where the injury was
either minor or left no permanent ill effects, further investi-
gation was not required. A case in which death was alleged-
ly connected with the use of an FDA approved drug for an
unapproved purpose was investigated by the State mental
health department. It was determined that the activity was
not research and the physician was cautioned that, in the
future, review by an appropriate committee in the State
mental health department is required. In another case,
clearly involving the death of a research subject, an NIH in-
vestigation established that death was caused by an under-
lying condition (not disclosed by the subject) which contra-
indicated participation in the research.

The Food and Drug
Administration (FDA)

Source: 21 CFR 50, 56, 812, 813 [Intraocular lenses]
312.1, 16 (January 27, 1981); FDA Compliance Program
Guidance Manual: Institutional Review Board Program
7348.809, transmittal 8030, (April 14, 1980).

Applicability: The FDA regulations (21 CFR 56) apply
to clinical investigations involving human subjects con-
ducted (1) pursuant to requirements for prior submission to
FDA or (2) in support of applications for permission to con-
duct further research or to market regulated products (e.g.,
drugs, biologicals, medical devices). These regulations,
with a few exceptions, conform with HHS regulations (45
CFR 46).

21 CFR 50 sets forth requirements for informed
consent.

21 CFR 312 governs investigational use of new drugs.
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21 CFR 812 governs investigational medical devices.

21 CFR 16 provides procedures for regulatory hearings
before the FDA.

21 CFR 56 governs the organization, composition, and
function of IRBs.

Under most circumstances investigations that com-
menced before July 27, 1981 are exempt from the IRB re-
view requirements of 21 CFR 56. The emergency use of a
test article is also exempt from the IRB review requirements
provided that such emergency use is reported to the IRB
within five working days. Any subsequent use of the test ar-
ticle at the institution is subject to IRB review.

Review Procedures: The composition and review pro-
cedures of the IRB conform with HHS regulations (45 CFR
46). Although IRB certification of review is required in the
case of intraocular lens investigations, certification is not
required in the case of drugs and biologics. FDA neither ne-
gotiates assurances with institutions nor conducts agency
review of individual research proposals of the sort con-
ducted by HHS.

Review Standards: The review standards conform with
those of HHS regulations (45 CFR 46).

Consent Provisions: In addition to the basic elements of
informed consent that are required by HHS regulations (45
CFR 46), FDA requires that subjects be informed of the pos-
sibility that their records will be inspected by FDA. The ob-
ligation to obtain informed consent is exempt from the gen-
eral informed consent requirements if both the investigator
and a physician who is not otherwise participating in the
clinical investigation certify in writing all of the following:

(1) The human subject is confronted by a life-
threatening situation necessitating the use of the test
article;

(2) Informed consent cannot be obtained from the sub-
ject because of an inability to communicate with, or
obtain legally effective consent from, the subject;

(3) Time is not sufficient to obtain consent from the
subject’s legal representative; and

(4) There is available no alternate method of approved
or generally recognized therapy that provides an equal
or greater likelihood of saving the life of the subject.

If immediate use of the test article is, in the investiga-
tor’s opinion, required to preserve the life of the subject,
and time is not sufficient to obtain the independent deter-
minations described above, in advance of using the test arti-
cle, the clinical investigator may make the necessary deter-
minations to be reviewed and evaluated in writing within
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five days by a physician who is not participating in the
clinical investigation.

The documentation required must, in all instances, be
submitted to the IRB within five working days after the use
of the test article.

Sanctions: Administrative sanctions for apparent non-
compliance with FDA regulations in the operation of an IRB
include:

(1) withholding approval of new studies at an institu-
tion; 2

(2) directing that no new subjects be added to studies
underway;

(3) termination of studies underway when doing so
would not endanger the subjects; and

(4) when the apparent noncompliance creates a signifi-
cant threat to the rights and welfare of human subjects,
notify relevant state and federal regulatory agencies
and other parties with a direct interest in the agency’s
action of the deficiencies in the operation of the IRB.

The Commissioner of FDA may disqualify an IRB or an
institution if, following a regulatory hearing, the Commis-
sioner determines that: (1) the IRB has refused or repeatedly
failed to comply with any of the regulations, and (2) the
noncompliance adversely affects the rights or welfare of the
human subjects in a clinical investigation.

If an institution or its IRB that reviewed the investiga-
tion refuses to allow an inspection, the FDA may refuse to
consider a clinical investigation in support of an applica-
tion for a research or marketing permit.

Principal investigators may also be disqualified for
noncompliance with FDA regulations. FDA has disqualified
42 investigators since 1964; 26 of these within the last five
years.

Reporting of Injuries and Complaints: Investigators are
required to report “any adverse effect which may reasona-
bly be regarded as caused by, or is probably caused by, the
new drug” to the sponsor. The sponsor of the research is re-
quired to promptly investigate and report to the FDA and to
all investigators “. . . any findings associated with (the) use
of the drug that may suggest significant hazards, contrain-
dictions, side-effects, and precautions pertinent to the safe-
ty of the drug.” These reports, when received by the FDA,
are reviewed by the appropriate Reviewing Division to de-
termine the appropriate course of action. Although an accu-
rate count of the number of the reports received annually by

the FDA is not available, a conservative estimate is in the
hundreds.
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POLICIES AND PROCEDURES OF
OTHER FEDERAL AGENCIES

The American National Red Cross

The Red Cross conducts clinical research related to its
blood program. This may include studies of the motivation
of blood donors or clinical trials related to HHS grants or
studies necessary for the licensure of new products by FDA.

Source: Blood Services Directive 4.38 (revised Decem-
ber 1981); letter to the National Commission (November 17,
1977) from George M. Elsey, President; letter (April 15,
1980) from Jerome H. Holland, Ph.D., Office of the Chair-
man; letters (July 28, 1981, and December 15, 1981) from
George M. Elsey.

Applicability: Blood Services Directive 4.38 is applica-
ble to all Red Cross research studies involving human sub-
jects or materials of human origin. Exception: Certain pro-
cedures found by the Red Cross Headquarters Committee
for the Protection of Human Subjects not to involve risk
may be exempt from local review requirements, provided
HHS funds or FDA regulations are not involved. Procedures
specifically exempted include the nonclinical use of blood
components derived from units of blood collected from Red
Cross donors in the normal course of blood center activities;
removal for nonclinical studies of up to forty-five milliliters
of additional whole blood subsequent to the donation of a
unit of blood, through the same venipuncture; and the
nonclinical use of commercial blood or blood components
or blood collected previously in the course of routine clini-
cal procedures, or another approved research project.

Review Procedures: The Red Cross requires that local
review boards be established in conformity with procedures
set forth in the HHS regulations (45 CFR 46) but permits ei-
ther the regional blood center or the collaborating institu-
tion to fulfill these requirements. Either institutions or Red
Cross regional centers may submit proposals for local re-
view to an Institutional Review Board (IRB) with an ap-
proved assurance on file at HHS. Alternatively, research
proposals from the Washington, D.C., metropolitan region
blood center may be submitted directly to the National Red
Cross Committee for the Protection of Human Subjects for
review. This committee has an approved general assurance
on file at HHS and therefore complies with HHS regulations
(45 CFR 46).
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In the case of research that is neither funded by HHS
nor regulated by FDA, the Red Cross requires that the re-
search be approved by a local IRB that is in conformity with
HHS regulations (45 CFR 46). The IRB is not required to
have an approved general assurance on file with HHS; how-
ever, the FDA and the Red Cross conduct periodic inspec-
tions of the implementation of all Red Cross directives at re-
gional centers.

Review Standards: The Red Cross requires compliance
with the IRB review standards of HHS regulations (45 CFR
46).

Consent Provisions: The Red Cross requires compliance
with HHS informed consent regulations (45 CFR 486). In ad-
dition, it is Red Cross policy that when abnormalities are
found in the course of conducting studies on blood ob-
tained from donors, the principal investigator is obliged to
inform the donor of such abnormalities and to keep the in-
formation confidential ‘“unless specifically released in writ-
ing by the donor or a legally appointed representative of the
donor.”

Sanctions: No specific provisions are made for sanc-
tions in the case of noncompliance.

Reporting of Injuries and Complaints: The Red Cross
reports no injuries or complaints during FY 1976—-1981.

Central Intelligence Agency (CIA)

The CIA conducts and supports biomedical and behavioral
research.

Source: Executive Order 12333 (December 4, 1981);
Regulation 7-1c(1)(k) (revised January 16, 1981); letter
(June 16, 1980) from Frank C. Carlucci, Acting Director; let-
ter (July 23, 1981) from William ]. Casey, Director; letter
(November 24, 1981) from Bernard M. Malloy, M.D., Liaison
Officer to the Commission.

Applicability: The Executive Order requires that all re-
search conducted or sponsored by the Intelligence Commu-
nity comply with the HHS regulations (45 CFR 46).* Regu-
lation 7—-1c(1)(k) incorporates the requirements of the

* Executive Order 12333, Part 3.4(f), defines the Intelligence Com-
munity as consisting of:

(1) The Central Intelligence Agency;
(2) The National Security Agency; -
(3) The Defense Intelligence Agency;
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Executive Order into the operating regulations of the CIA.
The provisions concerning research with human subjects
that appear in .Executive Order 12333 are unchanged from
those of Executive Order 12036 of January 24, 1978.

Review Procedures: The CIA adheres to the provisions
of HHS regulations (45 CFR 46). Contractors are required to
provide a formal institutional assurance of compliance with
HHS regulations (45 CFR 46), certification of IRB approval
of the proposed research, the identity and qualifications of
IRB members, and a copy of the IRB approved consent re-
lease. These items are subject to review and approval by the
Director through an Agency Human Subject Research Panel
(HSRP). The HSRP disseminates procedural instructions
and information necessary for the establishment and opera-
tion of IRBs; it promotes compliance with Regulation 7-1
by standardizing the information required for doc-
umentation and certification; and it evaluates all documen-
tation and certification pertaining to human research
sponsored or conducted by the CIA. The monitoring of com-
pliance includes evaluation of initial and ongoing reviews
conducted by the IRB.

Continuing review is conducted at least annually by
the research program managers. Site visits are undertaken
where applicable.

Review Standards: The CIA requires that those con-
ducting the research adhere to HHS regulations (45 CFR
46).

Reporting of Injuries and Complaints: The CIA reports
that although there have been no complaints arising from
research conducted during FY 1976—1981, two complaints
regarding research conducted during the late 1950’s have
recently been filed: Don Roderick Scott, et al. v. William
Casey, et al., Civil Action Number C-81-29A [N.D. Ga];
and Mrs. David Orlikow, et al. v United States, Civil Action
Number 80-3163 [D.D.C.].

(4) The offices within the Department of Defense for the col-
lection of specialized national foreign intelligence through
reconnaissance programs;

(5) The Bureau of Intelligence and Research of the Depart-
ment of State;

(6) The intelligence elements of the Army, Navy, Air Force,
and Marine Corps, the Federal Bureau of Investigation, the
Department of Treasury, and the Department of Energy; and

(7) The staff elements of the Director of Central Intelligence.
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Consumer Product Safety Commission
(CPSQ)

The Consumer Product Safety Commission supports re-
search to determine safety standards for consumer prod-
ucts,

Source: 16 CFR 1028 (42 Federal Register 36819, July
18, 1977); letter (June 12, 1980) from Susan B. King, Chair-
man; letter (July 30, 1981) from Margaret A. Freeston, Act-
ing General Counsel.

Applicability: The regulations apply to all grants or
contracts or other agreements supporting research or relat-
ed activities in which human subjects are involved. Excep-
tion: The regulations are not applicable to opinion surveys,
questionnaires, or solicitation of information about past
events.

Review Procedures: CPSC adopts the HHS provisions
(45 CFR 46) for establishment of Institutional Review
Boards (IRBs). Grantees or contractors may utilize an IRB
having an approved general assurance on file at HHS or,
alternatively, may submit an assurance directly to CPSC for
approval, following the same procedures and requirements
as those required by the HHS regulations.

CPSC reviews applications to determine either that the
applicant institution has an approved general assurance on
file at HHS or, alternetively, to ascertain compliance with
requirements for an assurance negotiated directly with
CPSC. In addition, CPSC submits proposals for further eval-
uation to such consultants and staff as it deems appropriate.
Such evaluation may take into account, among other perti-
nent factors, the apparent risk to subjects, the adequacy of
protection against risks, the potential benefits of the re-
search to the subjects and to others, and the importance of
the knowledge to be gained. CPSC may impose additional
safeguards for the protection of human subjects (such as re-
strictions on the use of certain subjects or groups of subjects
or the use of additional procedures for informed consent).
Consent forms developed by the contractor are reviewed
and approved by staff,

Review Standards: CPSC applies the review standards
of the HHS regulations, with the following addition: the
IRB must determine that ““a qualified psychologist, doctor
of medicine, or other appropriate professional, having es-
tablished emergency medical procedures, will oversee each
rest Consent Provisions: CPSC generally follows the
consent provisions of the HHS regulations. All signed
consent forms are returned to the Commission.

Sanctions: CPSC may withhold or withdraw grant or
contract funds if an investigator or institution fails materi-
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ally to discharge its responsibility for the protection of the
rights and welfare of human subjects.

Reporting of Injuries and Complaints: The CPSC re-
ports no injuries or complaints during FY 1976—-1981.

Department of Agriculture

The Department of Agriculture conducts and supports
biomedical and behavioral research related to human nutri-
tion and health and safety.

Source: Administrative Memorandum No. 130-2 (No-
vember 26, 1976); Administrative Memorandum 730 (No-
vember 26, 1976); Administrative Memorandum 130-3
(July 11, 1977); letter (April 7, 1980) from Bob Bergland,
Secretary; letter (July 8, 1981) from John R. Block, Secre-
tary. The policies of the Department of Agriculture are cur-
rently under revision to bring them into conformity with
HHS regulations (45 CFR 46).

Applicablity: Administrative Memorandum No. 130-2
applies to research involving human subjects conducted or
supported by the Agricultural Research Service and the
Cooperative State Research Service of the Department of
Agriculture. It is specifically applicable to “economic, so-
cial and behavioral research that may involve varying de-
grees of discomfort, irritation, or harrassment of persons or
groups and to research in which rights of privacy of persons
must be safeguarded” in addition to “biological science re-
search.” Administrative Memorandum No. 130-2 is appli-
cable to all such research conducted or supported by the
Department of Agriculture, and sets forth departmental re-
view procedures and responsibilities. Administrative Mem-
orandum 730 sets forth additional requirements for certain
taste test and quality evaluation studies. Administrative
Memorandum 130-3 applies to research conducted at a fa-
cility for metabolic studies in human nutrition.

Review Procedures: The Department of Agriculture re-
quires that IRBs be established in conformity with proce-
dures set forth in the Institutional Guide to DHEW Policy
on Protection of Human Subjects, but requires IRB review
of all studies involving human subjects, thus bringing its
policy in conformance with HHS regulations (45 CFR 46). *
This requirement may be fulfilled by an IRB having an ap-
proved general assurance on file with HHS or, alternatively,
by an IRB with similar composition and duties whose com-
pliance with HHS regulations is “‘ascertained” by the De-

* The major substantive difference between the Guide and the
present regulations (45 CFR 46) is that the former applied only to
research projects determined by the investigator to involve sub-
jects at risk, whereas the latter applies to all research involving

human subjects except certain categories specifically exempted by
the Secretary, HHS.
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partment of Agriculture. (No procedures for doing so are
provided.)

Documentation of IRB review and approval must be for-
warded to the Human Studies Review Committee in the Ag-
riculture Research Service which reviews all research pro-
posals involving human subjects conducted or supported
by the Department of Agriculture. No medical or biological
research involving human subjects may be initiated without
written approval of this committee. Written progress re-
ports must be submitted by the investigator. Where appro-
priate, a study may also require review by the Human Meta-
bolic Unit Oversight Committee. Either committee (Human
Studies or Metabolic Unit) may require termination of a
study if deemed necessary for the safety and protection of
human volunteers. Approval of the Human Studies Com-
mittee is also required for taste tests and quality evaluation
studies involving food additives or chemicals not ‘‘general-
ly recognized as safe’” by the FDA and for studies involving
pesticides or other chemical residues for which the accepta-
ble level has not yet been established. Exempt from review-
by the committee are consumer acceptance tests that require
prior approval by the FDA.

Review Standards: Review standards are those stated
in the 1971 Guide to DHEW Policy on Protection of Human
Subjects, with the following addition. Selections of persons
or groups for study must be made “without regard to sex,
race, color, religion, or national origin unless these charac-
teristics are factors to be studied.” Any investigation that
includes such characteristics as factors for classification
must be approved in writing by the director of the responsi-
ble agency.

Consent Provisions: The Agriculture Research Service
adopts the consent provisions set forth in the Guide to
DHEW Policy on Protection of Human Subjects.

Special Subjects: No pregnant or lactating women may
be included in studies to evaluate the safety or nutritional
qualities of foods or in taste tests involving food additives
or chemcials that are not listed by FDA as “‘generally recog-
nized as safe” or that involve residues of pesticides or other
chemcials for which an acceptable level has not been estab-
lished by FDA, the Environmental Protection Agency or the
Animal and Plant Health Inspection Service. Children may
participate in taste tests and quality evaluation studies only
with the written approval of their parents.

Sanctions: No provisions are made for sanctions in the
case of noncompliance.

Reporting of Injuries and Complaints: The Department
of Agriculture reports no injuries or complaints during FY
1976—1981.
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Department of Commerce
National Bureau of Standards

The Bureau of Standards conducts research related to prod-
uct safety; environmental measurements and standards for
air, water and noise pollution, and radiation safety; pros-
thetic devices; materials for dental research; mine safety;
and lead paint poisoning control. Much of the research con-
ducted by the Bureau of Standards is at the request of
various regulatory agencies.

Source: NBS Administrative Manual 3.01 Appendix A
(as amended May 25, 1979); NBS Policy Bulletin No. 12
(February 14, 1975); letter (April 22, 1980) from Clifford J.
Parker, Acting Director of Personnel, Department of Com-
merce.

Applicability: The policy applies to research conducted
or supported by the Bureau of Standards where human sub-
jects are used or humans are involved in any role other than
that of investigator.

Review Procedures: A Human Research Ethics Commit-
tee, appointed by the Director of the Bureau of Standards,
reviews all research proposals involving human subjects.
Members include federal employees both from within the
Bureau and from outside, with a broad range of expertise.
Among the five members, there must be at least one medical
doctor, one behavioral scientist, and one engineer or phys-
ical scientist. Two alternate members are appointed to serve
in the absence of a regular member or in cases when a regu-
lar member cannot vote because of conflict of interest.
“Line managers” in the organizations performing human
research may serve as members, but they are excluded from
deliberations concerning such research performed within
their organizations. No individual may serve as a committee
member where he or she is a principal investigator or is di-
rectly associated with the proposed research. The
chairperson of the committee may request advice or infor-
mation from the Office of the Legal Advisor or other organi-
zations within the Bureau of Standards as well as anyone
outside the Bureau. Recommendations for approval require
unanimous concurrence of the five committee members (or
alternates serving in their place).

The Bureau of Standards’ Human Research Ethics Com-
mittee is responsible for initial review and ongoing moni-
toring of all research. The committee serves in an advisory
capacity to the Director of NBS. The committee may discuss
proposed research with the principal investigator, negotiate
modifications with the investigator, and recommend ap-
proval or disapproval of the research to the Director of the
Bureau of Standards or his designee. The authority of the
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Director or his designee to approve or disapprove research
may not be delegated to a member of the committee.

Review Standards: Review by the Human Research Eth-
ics Committee is limited to concerns of an ethical nature;
review for technical soundness is performed through other
supervisory channels. The ethics review is designed to pro-
tect the physical and psychological well-being of subjects,
to assure that Bureau of Standards’ policies are observed,
and to protect the Bureau against errors in ethical judgment
that might result in harm to subjects, lawsuits and/or ad-
verse publicity. Subjects must be: protected against an un-
reasonable degree of physical danger or psychological dis-
tress. As required by the Privacy Act, provisions are made
to protect the confidentiality of records pertaining to indi-
vidual research subjects. Adequate preparations must be
made for treatment of injuries that may occur.

Consent Provisions: Subjects must be provided with all
the information that is likely to influence their willingness
to participate, as well as with explanations of any other as-
pects about which they inquire. They must sign a form
which explains the responsibilities of both subjects and in-
vestigators and which makes explicit the subjects’ right to
withdraw at any time “without incurring legal liability.”
Prospective subjects must be free from undue pressure, co-
ercion or temptation by excessively high rewards of a mon-
etary or any other nature. Data may not be used for any pur-
pose other than that described to the subjects without their
written consent.

If the “control of the expectations of subjects with re-
spect to the purpose of the research, the design of the re-
search, or the specific events which will occur during the
course of the research” is necessary in order to obtain use-
ful data and reach valid conclusions, such “control” is per-
missible provided the review committee determines that:
(a) it is absolutely necessary to the success of the research:
(b) the personal safety and dignity of the subjects are not
compromised; (c) there is good reason to believe that it
would be irrelevant to the subjects’ decisions to participate
in the research; and (d) the subjects are debriefed in a man-
ner and at a time that is maximally compatible with their
well-being and with the success of the research.

Special Subjects: If the proposed subjects are not legal-
ly, psychologically or intellectually capable of giving in-
formed consent because of age or any other reason, the com-
mittee must ascertain whether it is appropriate to use such
subjects and, if so, shall insure that lawful consent is ob-
tained from the parent or legal guardian. In such cases, the
committee must consult with the Bureau of Standards’ Le-
gal Advisor.
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Sanctions: No provisions are made for sanctions in the
case of noncompliance.

Reporting of Injuries and Complaints: The principal
investigator is required to inform the Director of NBS and
the chairperson of the committee immediately of any acci-
dent involving injury to any human subject participating in
NBS research; within 10 days the committee must review
the protocols in effect and recommend any changes that
may be deemed appropriate to the Director and the princi-
pal investigator. The Director will then approve or disap-
prove the recommended changes and communicate such
approval or disapproval to the chairperson of the committee
and to the principal investigator.

Two injuries have been reported since the guidelines
were first implemented in 1975. One was an alleged back
injury during research developing portability guidelines for
the FTC; similar experiments were reviewed closely to pre-
vent similar injuries. The other injury involved a fall by a
participant in a study of “Emergency Egress from Mobile
Homes.” As injuries of this type had been anticipated, the
study was not changed; however, the participant agreement
was modified to explain the risks more clearly.

Department of Defense (DOD)

Source: Letter (May 12, 1980) from William S.
Augerson, Major General, MC, USA, Deputy Assistant Sec-
retary of Defense (Health Resources and Programs); memo-
randum (July 23, 1981) for Captain Flynn from Phillip E.
Winter, Colonel, MC, USA, Military Assistant for Medical
and Life Sciences. A Department of Defense directive con-
cerning the conduct of biomedical or behavioral research
involving human subjects is currently in draft form; release
is expected early in 1982. The proposed directive will, in
principle, conform with HHS regulations (45 CFR 46). Until
the departmental policy goes into effect until the individual
}Jranches of the DOD will follow the guidelines set forth be-
ow.

Review Procedures: Review of research is the responsi-
bility of the commander of the facility at which the research
is being conducted.

Reporting of Injuries and Complaints: Dealing with
complaints is a command responsibility. There are no cen-
tral records of injuries or complaints.

Army

The Army conducts and supports extensive biomedical and
behavioral research involving human subjects, including
basic research and clinical investigations.
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Source: U.S. Army Regulation 70-25 (July 31, 1974);
Army Regulation 40-7 (April 4, 1975); Army Regulation
40-38 (amended September 1, 1975); Office of the Surgeon
General Regulation 15-2 (September 28, 1981); U.S. Army
Medical Research and Development Command Regulation
70-25 (April 27, 1981); Memorandum of Understanding Be-
tween the Food and Drug Administration (FDA) and the De-
partment of Defense (39 Federal Register 41570, November
27, 1974); Armed Services Procurement Regulation, DAR
1—-604 (May 15, 1980); letter (October 15, 1981) from Roger
A. Bennett, LTC, MSC, Chief, Human Use Review Office.

Applicability: Army Regulation 70-25 is applicable
world-wide to intramural research wherever human volun-
teers are used as subjects. Army Medical Research and De-
velopment Command Regulation 70-25 is applicable
world-wide to all intramural research and to research sup-
ported by Army grants and contracts, regardless of Army
appropriation source. Regulation 40-7 applies to the
investigational use of drugs and the use of Schedule I
controlled drug substances whether such use occurs
intramurally or by grant or contract. Army Regulation
40-38 applies to the clinical investigation program. Office
of The Surgeon General Regulation 15-2 describes the
standards and procedures for review and approval of re-
search and clinical investigation protocols involving hu-
man subjects by the Surgeon General’s Human Subjects Re-
search Review Board. The Memorandum of Understanding
Between the Food and Drug Administration and the Depart-
ment of Defense applies to clinical investigations involving
drugs that are classified for reasons of national security,
and waives the requirement to file a formal ““Claim for Ex-
emption” otherwise imposed by FDA. * Research conducted
or supported by Army Intelligence is governed by the direc-
tives of the Intelligence Community (see p. 122 ). The
Armed Services Procurement Regulation, DAR 1-604 con-
cerns the conditions for debarment and suspension.

The Army adopts the exemptions of the HHS regula-
tions (45 CFR 46) as revised January 26, 1981. In addition,
the following activities are not covered by the Army regula-
tions concerning research with human subjects: flight train-
ing, jump training, marksmanship training, ranger training,
fire drills, gas drills, handling of explosives, normal train-
ing or other military duties as part of an experiment where-
in disclosure of experimental conditions to participating
personnel would reveal the artificial nature of such condi-
tions and defeat the purpose of the investigation, and epi-
demiological studies.

*The Department of Defense reaffirmed on May 12, 1980, that it
has never invoked this special exemption.
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Review Procedures: The Army adopts the review pro-
cedures set forth in the HHS regulations (45 CFR 46). Medi-
cal centers, grantees or contractors may utilize an Institu-
tional Review Board with an approved assurance on file at
HHS, or they may establish an IRB that complies with the
provisions of HHS regulations and submit assurance of
such compliance to the Army. Prior to approval of any new
contract involving risk to human subjects, a site visit shall
be conducted by at least two representatives of the com-
mand, to determine whether or not the technical provisions
as well as the provisions for the protection of human sub-
jects can be met. Committees established to review intramu-
ral research must include, whenever possible, at least one
lawyer and one clergyman. Intramural research is reviewed
by local committees prior to submisssion to the Human Use
Review Office in Washington, just as extramural research is
reviewed by IRBs.

A Human Use Review Office, under the direction of the
Assistant Surgeon General for Research Development, is the
central Army processing point for all extramural and intra-
mural research involving human subjects. The staff in-
cludes two pharmacists and a biostatistician. Additional
outside review and advice may be sought, including super-
vision of the review by a physician.

Local commanders and the Inspector General are re-
sponsible for determining compliance of medical hospitals
with directives from the Surgeon General; yearly site visits
by Headquarters personnel ensure compliance of research
laboratories. Annual reports must be submitted to the Hu-
man Use Review Office.

All protocols (except those deemed to be of low risk by
the Human Use Review Office) * are reviewed by a Human
Subject Review Board. This board is composed of the As-
sistant Surgeon General for Research and Development, or
his designee; seven consultants (expert in medicine, sur-
gery, pharmacy, behavioral science, preventive medicine,
allied medical sciences, and infectious disease); a chaplain;
an attorney; and two community representatives. The
board’s recommendations for approval or disapproval
(including any dissenting opinions) are forwarded to the
Surgeon General who makes the final decision regarding
each protocol.

*Studies deemed to be of low risk include analysis of hair, nail
clippings, or deciduous teeth; collection of external excretions;
recording of data by physical sensors applied superficially (EEG,
EKG); and collection of no more than 450 ml. of blood within a six
week period from subjects who are over 18 years of age and not
anemic.
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Although most of the intramural research involving hu-
man subjects is conducted either in Army hospitals or in
Army research laboratories, the regulations are applicable
to all components of the Army. The Surgeon General has
encouraged all agencies to construe the language of the reg-
ulations broadly, to include, for example, soldier test of
uniforms, artillery pieces, vehicles and other equipment,
when such tests put participants at more than minimal or at
unusual risk. Tests from any Army component that may ex-
pose human subjects to risk are reviewed by the Human Use
Review Office in the same manner as research conducted
under the auspices of the Medical Research and Develop-
ment Command. High risk exposure tests are acted upon by
the Surgeon General’s Human Subjects Research Review
Board.

Review Standards: The Army adopts the review
standards of the HHS regulations. In addition to meeting
such standards, all studies conducted or supported by the
Army must meet scientific standards including: (1) use of
the minimum number of human subjects necessary to
achieve the required results; (2) performance of appropriate
laboratory and animal studies prior to involving human
subjects; (3) avoidance of all unnecessary physical and
mental discomfort; (4) proper preparations and adequate fa-
cilities to handle any foreseeable injuries; and (5) appropri-
ate qualifications of principal investigators and those as-
sisting in the research.

Consent Provisions: Provisions governing informed
consent are those of the HHS regulations, supplemented as
follows. All consent forms must contain the appropriate
data required by the Privacy Act of 1974. Provisions must
normally be made for debriefing subjects following their
participation in research; this is mandatory for research
involving deception. Additional provisions are made for
consent to research involving special subjects, as described
below.

Special Subjects: Special protections and restrictions
apply to research involving children, pregnant women,
prisoners, * the institutionalized mentally infirm and men-
tally disabled subjects, including:

(1) limitation of research to projects that either will benefit
the subjects directly or cannot be conducted on any other
subject population;

(2) requirement for consent of children and mentally in-
competent subjects, in addition to the consent of a legal

*The Assistant Surgeon General for Research and Development
has written the National Commission (November 28, 1977) that by
current policy, prisoners and others with restricted civil liberties
are not regarded as acceptable subjects of research.
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guardian, when such subjects are able to express an opinion
regarding their participation in research;

(3) adequate living conditions, employment opportunities
and medical care in any prison proposed as a research site;
and

(4) a site visit by a senior medical officer and a member of
the Army’s legal staff to any prison or mental institution
proposed as a research site. Prisoners of war may not be
used as research subjects under any circumstances.

Compensation: The regulations provide that civilian or
military volunteers may be treated for research-related inju-
ries in Army medical facilities and that military personnel
are eligible for workers’' compensation.

Additional Provisions: Research involving nuclear, bi-
ological, or chemical threat agents must be approved by the
Secretary of the Army after review by the Surgeon General's
Human Subjects Research Review Board.

Research conducted abroad must comply with Army
regulations as well as with all laws and customs of the
country in which the research will be conducted. If, in ex-
ceptional circumstances, the laws or customs of the country
involved would render a particular provision of Army regu-
lations unacceptable, a waiver may be granted by Army
Medical Research and Development Command Headquar-
ters following a site visit by a senior medical officer and a
member of the legal staff.

Sanctions: In cases of noncompliance, civilian contrac-
tors are subject to debarment from Armed Services con-
tracting under DAR 1-604 et seq. Military members are
subject to administrative, non-judicial, and in flagrant cases
judicial sanctions.

Reporting of Injuries and Complaints: The principal
investigator is responsible for immediately reporting to the
Surgeon General any alarming adverse effects. Changes and
unanticipated problems in a research activity, as well as
any change of investigators must also be reported.

Navy

The Navy conducts and supports biomedical and behavioral
research related to basic factors underlying health and dis-
ease, effects of environmental stress, methods for studying
biological systems and for diagnosing, treating and pre-
venting disease or injury, basic psychological functions,
psychological response to stress, and group behavior.
Source: Secretary of the Navy Instruction 3900.39A
(March 20, 1978); Bureau of Medicine and Surgery Instruc-
tions 6000.4C (September 20, 1976) and 3900.6 (April 2,
1976); Memorandum of Understanding Between the Food
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and Drug Administration and the Department of Defense
(39 Federal Register 41570, November 29, 1974); Office of
Naval Research Instruction 3900.34A (February 28, 1979);
Office of Naval Research Guide for Protection of Human
Subjects (October 1978); letter (October 16, 1981) from J.R.
Schmidt, Director of Programs and Scientific Advisor.

Applicability: Secretary of Navy Instruction 3900.39A
applies to the utilization of human subjects in Navy-
supported studies conducted either by other government
activities or by contractors and in experiments conducted
in Navy activities regardless of the source of funding. The
use of personnel as operators in the test and evaluation of
vehicles, equipment and materials, e.g., test pilots and par-
achute test jumpers, is exempt from the provisions of this
instruction unless the primary purpose of a particular ex-
periment is the effect of the experimental item on a human
subject. Bureau of Medicine and Surgery Instruction 3900.6
applies to medical research ‘‘performed at BUMED-
managed activities irrespective of the source of funding
support” if such research entails risk to subjects as a result
of their participation. Bureau of Medicine and Surgery In-
struction 6000.4C applies to the intramural Clinical Investi-
gation Program conducted at Navy regional medical cen-
ters, with the exception of ‘“those research proposals that
are unique to the operational mission of the Navy and Ma-
rine Corps (militarily relevant), which may be approved and
supported through the Director of Defense Research and En-
gineering.” The Memorandum of Understanding Between
the Food and Drug Administration and the Department of
Defense applies to clinical investigations involving drugs
that are classified for reasons of national security, and ex-
empts such research from the filing of a formal ‘“Claim for
Exemption’’ with FDA. * The Office of Naval Research
Guide and Instruction 3900.34A implements those provi-
sions of the Secretary of the Navy Instruction 3900.39A that
concern the utilization of human subjects in Navy-
supported contracts other than those involving use of Navy
or Marine Corps personnel or employees of the Department
of the Navy.

Review Procedures: The Navy adopts the review proce-
dures of HHS regulations (45 CFR 46) as they existed prior
to the January 1981 revisions of those regulations. Although
Navy regulations refer to the 1971 Institutional Guide to
DHEW Policy on Protection of Human Subjects the review
procedures required by the Navy are those of the HHS regu-
lations. (The only substantive difference between the Guide
and the regulations, on the matter of review procedures, is

*The Department of Defense reaffirmed on May 12, 1980, that it
has never invoked this special exemption.
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whether IRB review is required for all research involving
human subjects, or only for research involving risk to hu-
man subjects. By requiring that all research involving hu-
man subjects be reviewed by an IRB, the Navy has adopted
the standard of the HHS regulations.)

Clinical investigation proposals are submitted from lo-
cal medical departments, through the Regional Clinical In-
vestigation Center, to the Director of Clinical Investigation,
who serves under the Commanding Officer of the Naval
Health Sciences Education and Training Command. Propos-
als must be reviewed for compliance with all applicable di-
rectives and approved by the Regional Clinical Investiga-
tion Center prior to submission (with a priority score) to the
Health Sciences Education and Training Command for re-
view, approval and funding. Annual progress reports are re-
quired, and changes in research personnel, objectives or
funding requirements must be reported within a reasonable
amount of time. Reports are also required when a project is
terminated (explaining the reasons for termination) or when
a project is completed.

Each contractor which engages or intends to engage in
research projects involving human subjects must establish
an IRB whose composition and review procedures conform
with HHS regulations (45 CFR 46). Prior to the award of a
contract by the Office of Naval Research, (1) the proposed
protocol and the contractor’s IRB must be approved by the
Office of Naval Research, and (2) the organization applying
for a contract or sponsoring an individual applying for such
a contract must provide, as part of the protocol, written as-
surances that it will abide by Department of the Navy policy
for the protection of human subjects as set forth in the ONR
Guide. A proposal involving the use of human volunteer
subjects will not be approved by the Office of Naval Re-
search unless it has been reviewed and approved by the
contractor's IRB. IRB approval of a research proposal is in-
dicated by the proposal being signed by all members of the
IRB.

Review Standards: The Navy adopts the review
standards of the HHS regulations. In addition to meeting
such standards, all studies conducted or supported by the
Navy must meet the following study standards: (1) use of
the minimum number of human subjects necessary to
achieve the required results; (2) performance of appropriate
laboratory and animal studies prior to involving human
subjects; (3) avoidance of all unnecessary physical and
mental discomfort, suffering, or injury; (4) the degree of
risk to be taken must not exceed that required by the urgen-
cy or importance of the program to which the study is relat-
ed; (5) proper preparations and adequate facilities to handle
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any foreseeable injuries; (6) appropriate qualifications of
principal investigators and those assisting in the research;
and (7) no greater intrusion into the privacy of subjects than
is absolutely necessary for the conduct of the study in-
volved.

Consent Provisions: Provisions governing informed
consent are those of the HHS regulations, supplemented as
follows. The subject must be made aware of the provisions
of the Privacy Act of 1974 and an appropriate Privacy Act
statement must be included in the consent form. In addi-
tion, consent forms must be signed by a witness who is not
directly involved with the research. Third party consent
may be used “only when the prospective human subject is
factually capable of giving informed consent but is legally
incapable of giving informed consent. Persons who are not
factually capable of giving informed consent shall not be
used as subjects.” The consent forms used in extramural re-
search must identify the Navy as.the sponsor of the study.

Special Subjects: Subjects who are unconscious or in
great pain, prisoners, institutionalized mentally disabled
persons, and those not factually capable of giving informed
consent may not participate in research.

Compensation: Medical or dental treatment, including
hospitalization if necessary, must be provided to any sub-
ject who requires such treatment or hospitalization as a re-
sult of participation as soon as such need is recognized.
Where appropriate, provisions shall be made in advance for
rapid medical evacuation of subjects to an adequate hospi-
tal facility, military or otherwise, in case of emergency.

Additional Provisions: Approval of the Assistant Secre-
tary of the Navy (Research, Engineering and Systems) is re-
quired for studies in the following special categories:

(1) research projects involving nuclear, chemical or bi-
ological warfare agents;

(2) research projects involving severe and unusual in-
trusions either physical or psychological, on the person of
the human subject (e.g. consciousness-altering drugs,
mind-control techniques, abnormal environments involving
extreme risk);

(3) research projects and clinical investigations
involving potential political or public embarrassment to the
Department of the Navy.

All records associated with the use of human subjects
in research projects or clinical investigations shall be re-
tained permanently. In addition, a copy of the signed
consent statement shall be filed in the subject’s health rec-
ord, together with sufficient documentation to clearly iden-
tify by name or code any drugs administered, whether
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investigational or not, investigational procedures per-
formed, and significant observations, including any adverse
effects. The maintenance of such records shall be a matter
of primary concern during laboratory and program review
or inspection.

Sanctions: There are no provisions for sanctions in the
case of noncompliance.

Air Force

The Air Force conducts biomedical and behavioral research
in Medical Service treatment and clinical investigation pro-
grams; it also conducts and supports research in the
aerospace research and development program.

Clinical and Investigation Program

Source: Air Force Regulation 169—6 (November 4,
1977); and Memorandum of Understanding Between the De-
partment of Defense and the Food and Drug Administration
(39 Federal Register 41570, November 29, 1974).

Applicability: These regulations apply to research
involving the biological, behavioral or psychological study
of persons, their bodies or their surroundings conducted by
or in collaboration with Air Force Medical Service person-
nel. Applicability thus appears to be limited to intramural
research. Such research is generally conducted in Air Force
medical facilities and Air Force clinical research laborato-
ries. Exceptions: (1) Studies involving nonidentifiable data
collected from medical records, passive observation, analy-
sis of excreta, diagnostic, surgical, or autopsy specimens;
(2) treatment administered with the consent of the Director
of Base Medical Services as a life-sustaining measure; and
(3) the use of human volunteers in the Air Force
Biotechnology Research, Development, Test and Evaluation
Program (see below) provided the diagnostic and treatment
procedures employed conform to accepted professional
practice and all medications used are administered in a
manner approved by the Food and Drug Administration.
The Memorandum of Understanding Between the Food and
Drug Administration and the Department of Defense applies
to clinical investigations involving drugs that are classified
for reasons of national security, and exempts such research
from the filing of a formal ‘“Claim for Exemption” to the
FDA.*

Review Procedures: Review procedures are similar to
those of HHS regulations (45 CFR 46) with the following
additions: (1) Institutional Review Boards, chaired by a
physician, must include at least three lay members,
including at least one lawyer and one clergyman; (2) medi-

*The Department of Defense reaffirmed on May 12, 1980, that it
has never invoked this special exemption.
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cal or dental officer (as appropriate) other than the investi-
gator must be assigned responsibility for assuring proper
conduct of the experiments and the professional care of vol-
unteers; and (3) the physician or dental officer may termi-
nate the study at any time.

The medical facility commander is responsible for es-
tablishing an Institutional Review Board (IRB), for
approving or disapproving each proposal following the
IRB’s review, and for assuring compliance with applicable
Air Force regulations. He is also responsible for submitting
approved proposals to the Surgeon General’s Clinical Inves-
tigation Committee, and assuring that Committee approval
is received before an investigation is initiated. He must sub-
mit progress reports to the Office of the Surgeon General ev-
ery six months, and a final report of findings and conclu-
sions upon completion or termination of each investigation.

A Clinical Investigation Committee, appointed by the
Surgeon General, reviews and approves or disapproves all
clinical research not involving the investigational use of
drugs, serves as the Review Board for proposals that do in-
volve the investigational use of drugs, and generally moni-
tors the overall clinical investigation program of the Air
Force, The Surgeon General must approve any study
involving investigational drugs.

Review Standards: Studies must meet the following
standards: (1) the rights and welfare of human subjects
must be safeguarded; (2) any risks to subjects must be
outweighted by potential benefits in terms of medical ad-
vances; (3) the design should use the minimum number of
volunteers consistent with the study objectives; (4) the na-
ture of the investigation must require participation of hu-
man subjects; (5) preliminary tests with laboratory animals
and human simulators, should be performed, as far as possi-
ble; and (6) unnecessary physical or mental discomfort
should be avoided.

Consent Provisions: Consent provisions generally fol-
low the HHS regulations (45 CFR 46) with the following ad-
ditions: (1) consent forms must be signed by at least one
witness as well as by the officer who advises the volunteer
of possible consequences of participation in the research;
and (2) the completed consent form must be filed in the vol-
unteer’s medical record.

Special Subjects: Minors and mentally disabled or
institutionalized mentally infirm individuals may partici-
pate as subjects only if the nature of the research is such
that no other subjects are suitable. Legally effective in-
formed consent must be given by parents or a guardian, and
the consent of a mentally disabled subject must also be ob-
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tained, when the subject is capable of comprehending what
is proposed. Children should be given the right to refuse to
participate “depending upon the circumstances” and, as
they approach maturity, should be given an opportunity to
consent, as well. It is recommended that the local Staff
Judge Advocate be consulted regarding consent for the par-
ticipation of children in research, since no hard and fast
rules can be laid down. Prisoners may participate in re-
search only if it concerns the diagnosis, treatment, preven-
tion or etiology of the particular impairment with which the
prisoner is afflicted, and there is a direct potential benefit
to the prisoner.

Sanctions: The Air Force reports that facility com-
manders have the authority to terminate a study for non-
compliance with AFR 169—-6 and that studies may be termi-
nated for cause by higher headquarters command authority.

Reporting of Injuries and Complaints: Misadventures
must be reported by the Director of Base Services directly to
the Surgeon General. If the misadventure is serious, this
must be reported by “electrical means’ as quickly as possi-
ble, followed by a complete written narrative within 15
days.

Aerospace Research, Development, Test and Evaluation
Studies Program

Source: Air Force Regulation 169-3 (February 12,
1979); letter (October 14, 1981) from Paul F. Fallon, Colo-
nel, USAR, BSC, Assistant for Medical Research and Stand-
ardization.

Applicability: This regulation applies to all research,
development, test, and evaluation involving risk to human
subjects, conducted or supported by the Air Force. It does
not apply to research conducted under the clinical investi-
gation program. A human subject is considered at risk “‘if
the subject is exposed to the possibility of harm—physical,
biological, psychological, sociological, or other—as a con-
sequence of any act or omission which increases ordinary
risks of daily life, excluding the recognized risks inherent
in a chosen occupation or field of service.” Persons in-
volved in hazardous occupational duties such as flight
testing, pressure chamber training, and handling explo-
sives, etc., are not considered ‘“‘at risk’’ for the purposes of
this regulation.

Review Procedures: Review procedures are similar to
those of HHS regulations (45 CFR 46). Each organization
within the Air Force that intends to conduct research
involving human subjects must establish a local Human
Use Committee to review such research proposals. Each lo-
cal committee must be composed of not less that five per-
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sons, preferably consisting of at least one lawyer, one cler-
gyman, and two physicians. The chairman must be a
pﬁysician. The local committee reviews all projects that in-
volve human subjects to determine whether or not they are
at risk. When human subjects are found to be at risk and the
committee recommends approval, the project is submitted
to the Air Force Human Use Committee for review and final
approval by the Surgeon General. If human subjects are not
at risk, the project need not be submitted to the Air Force
Committee. The Air Force Human Use Committee consists
of representatives from the following offices: two represent-
atives from the clinical consultants division, two represent-
atives from the aeromedical consultants division, two rep-
resentatives from the research and development office of
the aero-medical division, one lawyer, and one chaplain.
The Director of Professional Services, Office of the Surgeon
General, serves as Chairman. He reviews all proposals
submitted by local Human Use Committees, determines
whether review by the Air Force Human Use Committee is
required, and notifies the major command and the organiza-
tion submitting the proposal of its approval or disapproval.

In addition to reviewing all research in which human
subjects are at risk, the Air Force Human Use Committee re-
views reports of misadventure involving human subjects,
and requests for waivers from any of the provisions of this
regulation. A separate review board established by the Sur-
geon General reviews all projects involving the use of
investigational drugs on human subjects.

No contract involving human subjects will be awarded
to an individual unless he or she is affiliated with, or spon-
sored by, an organization that can and does, assume respon-
sibility for those subjects. All institutions must have either
a general or special assurance on file with HHS before the
contract is awarded. The IRB must provide written assur-
ance to the Air Force that it will abide by the policy for the
protection of human subjects as stated in AFR 169-3, Certi-
fication of IRB review and approval is required. Contracts
involving the use of investigational drugs must be approved
by the Air Force Surgeon General through the Director of
Professional Services before the project may begin.

Review Standards: The Air Force adopts the review
standards of HHS regulations. In addition to meeting such
standards, all studies conducted or supported by the Air
Force must meet scientific standards including: (1) use of
the minimum number of human subjects necessary to
achieve the required results; (2) performance of appropriate
laboratory, animal, and “nonliving analog’ (e.g., dummies)
studies prior to involving human subjects; (3) avoidance of
all unnecessary physical and mental discomfort; (4) the de-
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gree of risk to be taken does not exceed that required by the
urgency or importance of the research program to which the
study is related; (5) proper preparations and adequate facili-
ties to handle any foreseeable injuries; and (6) appropriate
qualifications of principal investigators and those assisting
in the research. There must be no greater intrusion into the
privacy of subjects than is absolutely necessary for the con-
duct of the study involved.

Consent Provisions: Generally, to give legally valid
consent, subjects must be 21 years of age except in jurisdic-
tions in which a lesser age is specified.* The Air Force
adopts the consent provisions of HHS regulations (45 CFR
46) with the following addition. Consent must be docu-
mented in writing by each volunteer in the presence of at
least one witness who must also sign the consent form.

Special Subjects: ‘“‘Participation of females as volunteer
subjects is permitted only when there is reasonable assur-
ance of no concomitant pregnancy which would place the
fetus at risk and if methods adopted for contraception do
not place the female subject at increased risk without com-
plete disclosure to the female subject. Children, prisoners,
mentally disabled persons, and institutionalized mentally
infirm persons must not participate as human subjects in
Air Force research projects.”

Additional Provisions: Projects conducted outside the
United States must comply with all laws and customs of the
country in which the research will be conducted. In excep-
tional circumstances, when the laws or customs of the
country indicate that certain provisions of the regulations
would not be acceptable, special permission may be granted
by the Surgeon General for a waiver. Only the Surgeon Gen-
eral may grant such a waiver.

Sanctions: The Air Force reports that the facility com-
manders have the authority to terminate a study for non-
compliance with AFR 169-3 and that studies may be termi-
nated for cause by higher headquarters command authority.

Reporting of Injuries and Complaints: “Any misadven-
ture that is coincident with, or possibly results from using
human subjects [in USAF conducted or supported] re-
search’ must be reported to the Surgeon General's office.
Intramural ‘“misadventures’’ must be reported within 24
hours. Reports should include the following information:

(1) a description of the extent and severity of the inju-
ries;
(2) the identity of the injured individuals;

*For active duty personnel participating in intramural studies,
there is no minimum age requirement.
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(3) explanation of how the injuries occurred;
(4) a summary of the research protocol;
(5) time, date, and place of incident; and

(6) name of person to contact for additional informa-
tion.

If the misadventure is serious the commander will submit a
complete narrative report within 15 days.

Department of Education (USED)

The Department of Education supports research in areas
such as systems for rehabilitating and assisting handi-
capped persons; vocational education programs and sup-
port services; postsecondary libraries, collection, analysis,
and dissemination of education statistics; and teaching and
learning, education policy and organization, and dissemi-
nation and improvement of education practice.

Source: DHEW Procurement Regulation, Title 41
Subpart 3—4.55 (36 Federal Register 200, October 15, 1971);
Education Division General Administrative Regulations
(EDGAR) 100a. 681 (45 Federal Register 22494, April 3,
1980); letter (October 31, 1980) from Shirley M. Hufstedler.

Applicability: The DHEW Procurement Regulations
guide the Department of Education in the area of protection
of human subjects under contracts. EDGAR applies to direct
and state-administered grant programs.

Review Procedures: It is the responsibility of Depart-
ment of Education professional staff and program consult-
ants to identify contracts that involve risk to human sub-
jects. No contract identified as involving risk to human
subjects may be awarded until acceptable assurance has
been given that the project or activity will be subject to ini-
tial and continuing review by an appropriate institutional
committee. The contractor must be affiliated with or spon-
sored by an institution with either a general or an appropri-
ate special assurance on file with HHS.

Education Division General Administrative Regulations
(EDGAR) require grantees to protect human subjects from
physical, psychological, or social injury. The regulations
contain a cross reference to HHS regulations (45 CFR 46)
which according to Education Department officials is in-
tended to offer grantees guidance in complying with the re-
quirement. A substantial portion of the Department’s gran-
tees follow the HHS regulations (45 CFR 46) in any event
either because of a funding relationship with HHS or be-
cause of general institutioanl policy. In the past, the Office
of Education required the sponsor agency to identify possi-
ble cases of risk, whether or not awardees had done so, and
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to include appropriate measures to reduce risk either in
award negotiations or award documents. For the most part
these practices are continued by custom in former HEW Ed-
ucation Division units.

Review Standards: In the case of contracts review by
the local IRB in accordance with HHS regulations (45 CFR
46) is required. Grantees are referred to the HHS regulations
(45 CFR 46) for guidance concerning standards.

Reporting of Injuries and Complaints: Awardees who
have filed certifications of Institutional Review Board re-
view and approval follow the reporting procedures provid-
ed in their written assurances required by regulation. Other
awardees are responsible for reporting changes in the proto-
col or untoward events in program reports generally filed
on a quarterly basis. The Department of Education reports
no injuries or complaints since it was established in 1979.

Department of Energy (DOE)

The Department of Energy supports biomedical research
involving human subjects. Most research supported by DOE
consists of epidemiological studies.

Source: 10 CFR 745 (41 Federal Register 52434, No-
vember 30, 1976, as amended in 42 Federal Register 30492,
June 15, 1977)—(These regulations were issued by the En-
ergy Research and Development Administration and contin-
ue in effect pursuant to Section 705(a) of the Department of
Energy Organization Act. Authority: letter to the National
Commission (December 1, 1977) from James L. Liverman,
Acting Assistant Secretary for Environment, DOE); letter
(June 25, 1980) from Ruth C. Clusen, Assistant Secretary for
Environment; letter (no date) from Charles W. Edington,
Acting Associate Director, Office of Health and Environ-
mental Research; 10 CFR 745 (45 Federal Register 78600,
November 25, 1980, proposed rule).

Applicability: DOE regulatons and guidelines are “‘ap-
plicable to all DOE agreements supporting research, devel-
opment and related activities in which human subjects are
involved, either by (a) collecting data through intervention
or interaction with the person, or (b) obtaining identifiable
private information."” The requirements are applicable to re-
search conducted outside the United States and its territo-
ries “‘to the maximum extent practicable as determined by
the Administrator on a case-by-case basis, taking into ac-
count the relevant laws and practices of the foreign nation
in which the activity will be conducted.”

Review Procedures: DOE regulations and guidelines
for the protection of human subjects conform with HHS reg-
ulations (45 CFR 46). The institution conducting bio-
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medical research is responsible for conforming to HHS reg-
ulations on protection of human subjects. The DOE accepts
an assurance approved by HHS as documentation of such
compliance, or alternatively, will negotiate an assurance di-
rectly with an institution receiving DOE support. DOE staff
reviews assurances for general acceptability taking into ac-
count, among other pertinent factors, the adequacy of the
proposed Institutional Review Board in light of the antic-
ipated scope of the applicant institution's activities and the
types of subject populations likely to be involved, the ap-
propriateness of the proposed initial and continuing review
procedures in light of the probable risks, and the size and
complexity of the institution. No provision is made for
agency review of individual research proposals.

Review Standards: DOE requires compliance with the
review standards set forth in HHS regulations (45 CFR 46).

Consent Provisions: DOE adopts and enforces the
consent provisions of HHS regulations (45 CFR 48).

Sanctions: DOE adopts the sanctions of HHS, namely,
withholding or withdrawal of grant or contract funds if an
investigator or institution fails materially to fulfill respon-
sibilities for protection of human subjects.

Reporting of Injuries and Complaints: The DOE reports
no injuries or complaints during FY 1976-1981. If a com-
plaint were received DOE would conduct an on-site visit
and investigation.

Department of Housing and Urban
Development (HUD)

The Department of Housing and Urban Development sup-
ports research involving human subjects in projects such as
the Experimental Housing Allowance Program and pro-
grams related to the reduction of risk from lead-based
paints.

Source: Staff Guidance Memorandum, Office of Man-
agement and Program Control (February 24, 1981); Guide-
lines for Unsolicitied Proposals enclosed with letter (Febru-
ary 24, 1981) from Arthur S. Newburg, Director, Office of
Management and Program Control.

Applicability: The Memorandum provides guidance for
the design and implementation of research and demonstra-
tions that may involve human subjects.

Review Procedures: Each project is examined for the
possibility of potential harm to its human participants.
When such a potential is found, “the project decision pack-
age should include a written statement containing a review
of that potential and the steps taken to remove it or mini-



Summary of Agencies’ Rules 145

mize it.”” Where more than a limited potential for harm is
found, outside persons knowledgeable in accepted prac-
tices to diminish that potential are to be consulted, and a
record of their qualifications and recommendations, as well
as the actions taken, included in the materials forwarded
for decision. Where the potential for harm is clear, no ac-
tion should be taken on proposed research unless knowl-
edgeable colleagues participate in the project design and
implementation and the finished design is submitted to
prior independent review (external to the Office of Policy
Development and Research). Each person in the concur-
rence process should assess the adequacy of the provisions
to protect the human participants in proposed research.

Unsolicited research proposals that involve human sub-
jects in which there is any potential for physical, social,
psychological, or financial harm to the subjects must be ap-
proved by an independent review board. The review
board’s approval of the research design, as well as a de-
scription of the review board’s procedures and membership,
must be forwarded to HUD with the unsolicited proposal.

Review Standards: The Office of Policy Development
and Research requires that care be exercised in the design
and implementation of all research and demonstration proj-
ects conducted by that Office ‘‘to assure that no harm
whether physical, social, psychological, or financial, occur
to any person participating in such projects.” Projects
which might involve risk of harm to human subjects in-
clude: ““(a) experiments or demonstrations in which there is
a control group treated differently from an experimental
group; (b) projects involving questions of privacy or disclo-
sure of private information; and (c) work in' codes,
standards, or testing that requires human responses or must
be measured against human characteristics in the develop-
ment of those standards."

Consent Provisions: It is necessary to obtain the in-
formed consent of participants before undertaking any proj-
ect in which participants are at risk of harm.

Reporting of Injuries and Complaints: HUD reports no
injuries or complaints during FY 1976—1981.

Department of Justice

Bureau of Prisons

The Bureau of Prisons conducts and supports research re-
lated to correctional programs.

Source: Policy Statement 2211.1A (May 29, 1975); Poli-
cy Statement 2211.12 (October 31, 1975); Policy Statement
37000.3 (June 10, 1977); Policy Statement 6110.1A (April 3,
1978); Proposed Rules 28 CFR Part 512 (January 12, 1979);
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Draft Program Statement (April 1, 1980) which would re-
scind 6110.1A; letters (April 21, 1980 and July 23, 1981)
from Norman A. Carlson, Director, Federal Prison System.

The Bureau of Prisons is currently drafting regulations
(Draft Program Statement on Research) for the protection of
human subjects involved in research conducted within the
Bureau. The Draft Program Statement is in general agree-
ment with current HHS regulations (45 CFR 46). Until the
Draft Program Statement is implemented, the guidelines set
forth below remain in effect.

Applicability: Policy Statement 2211.1A establishes
procedures for processing requests for records of the Feder-
al Prison System. Policy Statement 2211.12 establishes pro-
cedures for implementation of the Privacy Act of 1974. Poli-
cy Statement 37000.3 prohibits the conduct of medical
experimentation and pharmaceutical testing on inmates.
Policy Statement 6110.1A contains the requirements and
procedures for review of research involving human subjects
conducted within the Bureau of Prisons.

Review Procedures: Research proposals made at the in-
stitutional or regional level must be reviewed by a Research
Committee prior to submission to the Bureau of Prisons’
Chief of Research. Suggested membership includes the
warden or associate warden, research analyst, chief psy-
chologist, a unit manager or department head, an inmate, a
representative of the employees union and a representative
of the community.

The Director of the Bureau of Prisons must approve all
research projects. This authority may not be delegated. The
Chief of Research sets the number and frequency of prog-
ress reports that will be required for each project, de-
pending upon the nature of the research. At a minimum,
reports must be submitted to the prison warden and for-
warded to the Chief of Research of the Bureau of Prisons
once each year,

Review Standards: Research proposals are reviewed for
relevance to the misssion of the Bureau of Prisons, for po-
tential benefits to mankind or advancement of knowledge,
for professional standing of the investigator, for amount of
risk to subjects, for assurance of confidentiality and for as-
surance that the conduct of the research will not adversely
affect Bureau of Prisons’ programs or operations. Priority is
given to projects holding promise for advancing knowledge
and capability for treatment of offenders.

Consent Provisions: The Bureau of Prisons generally

follows the consent provisions of HHS regulations (45 CFR
46).
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Additional Provisions: Incentives for participation
must be limited to soft drinks and snacks given at the test
setting.

Investigators must adhere to all requirements of the Pri-
vacy Act of 1974 and implementing regulations. They may
not report information which can be used to identify an in-
dividual to any party other than to Bureau of Prisons re-
search personnel without written consent of the subject.
Further, no individual other than an employee of the Bu-
reau of Prisons may have access to personally identifiable
information without the written consent of the individual
from whom the information was obtained, unless the infor-
mation is already accessible to the general public.

Reporting of Injuries and Complaints: Research
Committtees must report research violations to the Director
of Research of the Federal Prison System. Suspected viola-
tions of law are referred to the Office of General Counsel.

The Bureau of Prisons reports that one tort claim was
filed in 1981 for an injury allegedly resulting from CIA-
funded drug research conducted from 1955 to 1961. The
Bureau of Prisons has denied the claim as time-barred, and
has filed a motion to dismiss the case.

Office of Justice Assistance, Research, and
Statistics

The Office of Justice, Assistance, Research, and Statistics
supports research in crime prevention and treatment of of-
fenders through the Law Enforcement Assistance Adminis-
tration (LEAA) and the National Institute of Justice (NIJ) to
study the effectiveness of different approaches to civil and
criminal justice, including: preventing and reducing
crimes, improving efforts to detect, combat and prevent
white-collar crimes, and improving the overall functioning
of the criminal justice system. Studies generally involve the
use of survey instruments and observational data and may
deal with sensitive topics such as drug or alcohol use and
illegal conduct.

Source: LEAA Guideline G6060.1 (1974); 28 CFR 22 (41
Federal Register 54816, December 15, 1976); LEAA
Guidelines on Confidentiality of Research and Statistical
Data (1978); Justice System Improvement Act of 1979 (84
Stat. 197; 42 U.S.C. 3701 et seq.); letter (April 29, 1980)
from Henry S. Dogin, Acting Director, Office of Justice As-
sistance, Research, and Statistics.

Applicability: The regulations and implementing
guidelines apply to all research conducted or supported un-
der authority of the Justice System Improvement Act of
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1979, including categorical grants funded by LEAA and re-
search supported by the National Institute of Justice. *

Review Procedures: Recipient organizations con-
ducting research funded by the National Institute of Justice
are not required to use IRBs. However, a system of advisory
boards and team monitoring is built into most grants. Such
boards generally are composed of five to ten persons, joint-
ly selected by the grantee and the NIJ monitor. They meet
several times a year with project staff to review the progress
of the research.

Research Standards: A privacy certificate must be
submitted as part of any application for funding in which
research or statistical data identifiable to a private person
are to be collected. The certificate must assure compliance
with the privacy provisions described below. In addition,
no funds may be used to support psychosurgery, medical
procedures which seek to modify behavior by aversion ther-
apy, chemotherapy (except as part of routine clinical care)
or physical therapy. A very limited number of projects
involving medical research (using programs generally ac-
cepted as not involving physical or psychological risk to
the patient) may be supported.

Consent and Confidentiality Provisions: The regula-
tions governing confidentiality of data provide:

(1) That identifiable research and statistical data may

only be used (without consent of the individual) for re-

search or statistical purposes;

(2) That data may only be transferred in identifiable
form pursuant to a transfer agreement ensuring recipi-
ent compliance with confidentiality limitations;

(3) That, except in noted circumstances, subjects must
be advised that data will only be used for research or
statistical purposes;

(4) That upon completion of a project identifiers must
be destroyed or otherwise separated from data and per-
manently secured; and

(5) That copies of identifiable data are immune from
administrative or judicial process (i.e., subpoena).

*The regulations also apply to the activities of the Bureau of Jus-
tice Statistics, which provides for the collection and analysis of
statistical information concerning crime and the operation of the
criminal justice system. Since the Bureau deals only with non-
personally identifiable data collected by the Bureau of the Census,
however, none of its activities constitute research with human
subjects under the definition now in place in 45 CFR 46. There-
fore, the Bureau of Justice Statistics is not included in this survey.
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Department of Transportation (DOT)

Source: Letter (May 27, 1980) from Martin Convisser,
Director, Office of Environment and Safety; letter (August
11, 1981) from Donald R. Trilling, Director, Office of Indus-
try Policy.

The Department of Transportation is currently drafting
departmental regulations (DRAFT Department Order 7000)
for the protection of human subjects involved in DOT spon-
sored research. The Draft Order generally conforms to HHS
regulations (45 CFR 46) in force prior to 1981 revisions. Un-
til the Draft Order is implemented, however, individual
components of DOT will continue to follow the guidelines
set forth below.

U.S. Coast Guard

The Coast Guard supports and conducts research relating to
safety in both recreational and maritime vessels, including
research into the efficacy of personal flotation devices for
both average and physically handicapped individuals.

Source: Memo from Chief, Office of Research and De-
velopment, included in the letter (May 27, 1980) from Mar-
tin Convisser, Director, Office of Environment and Safety;
Memorandum from U.S. Coast Guard commenting on pro-
posed changes to HHS regulations (45 CFR 46) for the pro-
tection of human subjects, forwarded (June 19, 1980) by
Martin Convisser.

Review Procedures: There are no formal regulations or
policies for the protection of human subjects in research
conducted or supported by the Coast Guard; however, the
Coast Guard uses the provisions of HHS regulations (45 CFR
46) as guidelines. Major Coast Guard research projects
involving biomedical or behavioral research (specifically
hypothermia and personal floatation devices for the physi-
cally handicapped) have been conducted under contract
with institutions having an Institutional Review Board with
a general assurance on file at HHS. These IRBs have re-
viewed the Coast Guard projects, though not specifically re-
quired to do so.

Reporting of Injuries and Complaints: The Coast Guard
reports no injuries or complaints in FY 1976-1981.

Federal Aviation Administration (FAA)

The FAA conducts and supports aeromedical research to
study factors contributing to injury or accidents, to estab-
lish aeromedical standards for airmen, to maintain fitness
and performance of aviation personnel, and to improve the
working procedures and environment of air traffic control
personnel.
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Source: Order 9950.3A (December 6, 1974)—Medical
Research Program Guides; letter to the National Commis-
sion (July 25, 1975) from Stanley R. Mohler, then Chief,
Aeromedical Applications Division, Office of Aviation
Medicine.

Applicability: Order 9950.3A applies to aeromedical re-
search activities conducted intramurally under the auspices
of the Civil Aeromedical Institute (CAMI) or supported by
contract or other government agency sponsorship agree-
ment.

Review Procedures: The Office of Aviation Medicine
reviews all research proposals for scientific merit and to es-
tablish research priorities. All research must be approved
by the Federal Air Surgeon following technical review by
the Research Task Review Panel composed of agency physi-
cians, psychologists, engineers and other scientists. Review
by outside specialists is occasionally performed in special
circumstances.

Review Standards: There are no formal standards con-
cerning protection of human subjects. In all research in
which human subjects are employed consideration is given
to any possible hazard. Special provisions are made for in-
cidents. For example, in pressure chamber experiments, a
pressurized chartered airplane stands by for evacuation of
any subject to the Brooks Air Force Base pressure facility in
the unlikely event that repressurization of a subject is re-
quired. No experiment is ever undertaken in which the like-
ly outcome would be injury or death to a subject. During
the conduct of any potentially hazardous research, a physi-
cian is in the building on call in case of a mishap. Informed
consent procedures are rigorously followed. Subjects are
completely briefed on their role in experiments, and are
told they may voluntarily cease participation in the project
at any time they choose.

Reporting of Injuries and Complaints: The FAA reports
no injuries or complaints during FY 1976-1981.

Federal Highway Administration

The Federal Highway Administration conducts and sup-
ports research designed to study motorist behavior, skill,
and ability as it relates to the driving process. The tests in-
volved do not impose any risk to subjects over that involved
in the normal operation of an automabile.

Source: There are no formal regulations or policies for
the protection of human subjects in research conducted or
supported by the Federal Highway Administration. (No
biomedical research is conducted or supported.)

Staff investigations are performed principally by re-
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search psychologists “who are bound by the American Psy-
chological Association’s code of ethics for the conduct of
experiments with human subjects,’” and work plans for con-
tractor studies ‘‘are carefully reviewed to assure minimum
risk to subjects of both traffic engineering studies and
controlled experiments.”

Reporting of Injuries and Complaints: The Federal
Highway Administration reports no injuries or complaints
during FY 1976—1981.

National Highway Traffic Safety
Administration (NHTSA)

Source: NHTSA Order 700-1 (revised April 24, 1979);
NHTSA Order 700-2 (revised April 24, 1979); NHTSA Or-
der 700-3 (revised June 30, 1980); NHTSA Order 700-4
(April 24, 1979); Memorandum from R. Rhoads Stephenson,
Associate Administrator for Research and Development, in-
cluded in letter (May 27, 1980) from Martin Convisser, Di-
rector, Office of Environmental Safety.

Applicability: NHTSA Orders 700-1, 700-2, and 700-3
are applicable to all NHTSA intramural research and all
NHTSA contracts supporting research involving human
subjects. NHTSA Order 700-4 applies to the use of cadav-
ers in NHTSA-sponsored experiments.

Review Procedures: DOT Order 700-1 adopts by refer-
ence the general assurance and review procedures of the
HHS regulations (45 CFR 46). No grant or contract involv-
ing human subjects will be made to an individual unless he
or she is affiliated with or sponsored by an institution
which can and does assume responsibility for the subjects
involved. The institution’s Institutional Review Board must
review and approve such activity, and the institution must
submit to NHTSA a certification of such review and approv-
al.

Review by the NHTSA’s Human Use Review Panel and
approval of both the responsible Associate Administrator
and the Chief Counsel are required for any project involving
human subjects. The Human Use Review Panel recom-
mends approval, disapproval, or approval with modifica-
tions; the Associate Administrator and the Chief Counsel
are responsible for approving or disapproving the research.
Requests for Proposals are reviewed by the Human Use
Panel and must be approved by the Associate Administrator
and the Chief Counsel before proposals are accepted. A bid-
der responding to a Request for Proposals must describe
methods and procedures proposed for the protection of the
rights and welfare of human test subjects. The proposer
must indicate availability of an IRB, but this initial propos-
al does not require IRB approval. When a contract has been
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signed, the contractor will develop a detailed protocol. No
work can be initiated, however, until the experimental pro-
E%OI has been approved by NHTSA and by the contractor’s

Review Standards: NHTSA requires full compliance
with HHS regulations (45 CFR 46). In addition, review for
the protection of human subjects includes consideration of
whether subjects are given adequate physical and psycho-
logical evaluations or monitoring prior to their selection,
during the experiments, and after completion of the re-
search; whether there are trained medical personnel and ad-
equate equipment for emergency treatment; whether risks
are reduced as much as possible; whether there are alternate
ways of obtaining the desired information; what the criteria
are for selection of human subjects; whether remuneration
will be commensurate with the risk involved, but not so ex-
cessive as to constitute undue inducement; and whether
there are adequate plans to ensure privacy and confiden-
tiality according to the provisions of the Privacy Act of
1974. .

Consent Provisions: NHTSA follows the consent provi-
sions of HHS regulations (45 CFR 46) including provisions
that subjects be given information regarding (1) medical
compensation and/or liability insurance in force (together
with any limits involved); (2) nature and extent of medical
supervision and emergency procedures; and (3) review by
the contractor’s IRB.

Compensation: Facilities and professional attention re-
quired for subjects who may suffer physical, psychological,
or other injury as a result of participation in an activity will
be provided.

Special Provisions: NHTSA Order 700-4 establishes
policy and procedures to ensure proper procurement, treat-
ment, and disposition of human cadavers utilized in
NHTSA-sponsored research. IRB approval is required. The
contractor should make a reasonable effort to obtain the ap-
proval of the next-of-kin whenever the IRB determines that
the proposed project goes beyond the normal scope of
teaching and research, within the context of the appropriate
local statutes.

Reporting of Injuries and Complaints: The Contract
Technical Manager monitors the contractor’s compliance
with the HHS regulations. He or she is responsible for as-
suring that the contractor reports any unexpected results or
real or claimed injuries, and for informing the Human Use
Review Panel of any untoward or unexpected event which
could affect the safety of the subjects. In addition, the con-
tractor’s IRB has the responsibility for the continuing sur-
veillance of the contractor’s performance.
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Although NHTSA reports no injuries or complaints
during FY 1976-1981, the need and the procedures for re-
search involving cadavers has been questioned. Representa-
tive John E. Moss, Chairman of the Investigations Subcom-
mittee of the House Committee on Interstate and Foreign
Commerce expressed his concern in a letter (October 25,
1977) to Secretary Brock Adams. All testing involving ca-
davers was suspended in November 1977 until the need and
the review procedures for such research could be thorough-
ly assessed. The need for this sort of research was affirmed
and strict guidelines for the protection of the dignity and
privacy of the human body were recommended. NHTSA
now has uniform policies and procedures for the conduct of
research involving cadavers, including a requirement for re-
view and approval by an IRB.

Environmental Protection Agency
(EPA)

The Environmental Protection Agency conducts and sup-
ports research related to the effects of pollutants on human
beings.

Source: EPA Order 1000.17 (October 25, 1977); letter to
the National Commission (December 19, 1977) from
Stephen J. Gage, Acting Administrator for Research and De-
velopment; letter (February 24, 1981) from Hugh W.
McKinnan, Medical Officer, Office of Health Research; let-
ter (August 5, 1981) from Andrew P. Jovanorich, Acting As-
sistant Administrator for Research and Development.

Applicability: Order 1000.17 applies to all intramural
studies, grants, contracts, Public Law 480 projects, and oth-
er research with human subjects supported in whole or in
part by EPA. Exceptions: Order 1000.17 does not apply to
(1) opinion polls, questionnaires or the solicitation of infor-
mation about past events; (2) the taking of blood, urine,
mothers’ milk, “nonviable fetus tissue” or human tissue
samples; or (3) the conduct of any medical observations
where such testing is not preceded or followed by purpose-
ful exposure to chemicals, physical conditions or other
environmental conditions being tested. EPA is developing
orders to address (1) the acquisition of information and the
collection of tissue or fluid samples (blood, urine and hu-
man milk) for use in epidemiologic studies, and (2) the con-
duct of research by industrial laboratories for the purpose of
acquiring data required by EPA for product approval.

Review Procedures: EPA requires compliance with
HHS regulations (45 CFR 46) for the establishment of Insti-
tutional Review Boards, and further requires that grantees,
contractors or other parties responsible for the conduct of
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research with human subjects have an approved general or
special assurance on file at HHS. Applications for an assur-
ance may be made to HHS through the EPA Deputy Admin-
istrator for Health Research.

Certification of IRB review and approval, and a descrip-
tion of the procedures to be used in obtaining informed
consent (along with a copy of the consent form to be used)
must be submitted to the EPA Deputy Assistant Administra-
tor for Health Research for review and approval.

Review Standards: EPA requires compliance with the
review standards of HHS regulations (45 CFR 46). In addi-
tion, EPA will not support any research involving (1) risk of
substantial or irreversible injury to a human subject, or (2)
determining whether or not a substance is a carcinogen by
testing on human subjects.

Consent Provisions: EPA requires compliance with the
consent provisions of HHS regulations (45 CFR 46) and
with any subsequent modifications thereto.

Sanctions: The Deputy Assistant Administrator for
Health Research may terminate a grant, contract or other
agreement in the case of noncompliance with approved hu-
man testing procedures or if the Secretary, HHS, withdraws
his approval of the general or special assurance.

Reporting of Injuries and Complaints: The EPA reports
one incident in which three subjects suffered throat and eye
irritations, The study was interrupted, and an on-site inves-
tigation was conducted by intramural personnel as well as
the quality assurance contractor. Laboratory officials, the
chairman of the Human Subjects Rights Committee, and
the legal staff were notified immediately. All subjects were
briefed and examined.

National Aeronautics and Space
Administration (NASA)

NASA conducts and supports biomedical and behavioral re-
search in biotechnology, environmental biology, spacecraft
simulation and medicine.

Source: NASA Management Instruction 7100.8 (Febru-
ary 2, 1972); NASA Management Delegation AD 7100.9
(February 2, 1972); Ames Management Manual 7170-1 (as
revised March 19, 1969); Ames Memorandum 74/200 (De-
cember 11, 1974); and Lyndon B. Johnson Space Center
Management Instruction 7100.8C (October 5, 1979); letter
(May 2, 1980) from Thomas A. Mutch, Associate Adminis-
trator for Space Science; letter (July 28, 1981) from Andrew
J. Stofan, Acting Associate Administrator for Space Science.
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Applicability: NASA Management Instruction 7100.8
applies to “‘all human research conducted by NASA, by or
under the direct supervision of a NASA officer or employee
or an officer or employee detailed to NASA from another
Government agency.” It specifically does not apply to hu-
man research conducted under grant or contract or con-
ducted “under a cooperative arrangement or agreement en-
tered into by NASA and another Government agency,
private entity, or non-Federal public entity.” NASA offi-
cials report, however, that intramural review boards ‘‘usual-
ly review and approve all human research proposals and
protocols.” The Management Delegation empowers the Di-
rectors of each NASA field installation and, for NASA
Headquarters, the NASA Director of Life Sciences, to au-
thorize human research and to grant such waivers as are
permitted under the NASA instructions. The Ames Manage-
ment Manual applies ONASA policy both to all humaan re-
search conducted at the Ames Research Center, Moffet
Field, California, and to all human research conducted for
or on behalf of Ames by NASA contractors, subcontractors
or grantees “to the extent that [AMM 7170-1] is incorpo-
rated by reference or otherwise in the relevant contract,
subcontract, or grant.”” The Lyndon B. Johnson Management
Instruction applies to all human research conducted by, or
under the direct supervision of officers or employees of the
Johnson Space Center. The NASA employee at Johnson
Space Center initiating a grant or contract ‘‘should ensure
that guidelines consistent with those contained in NMI
7100.8 are included or that the policies and procedures of
NMI 7100.8 are incorporated by reference on any such
agreement.

Exceptions: Although neither of the two space centers
make such exceptions, the NASA Management Instruction
7100.8 does not apply to research ‘“‘as determined by the
principal investigator, * that is: (a) performed by or under
the supervision of a physician (who may be the principal
investigator) for the purpose of diagnosing, preventing,
curing or alleviating disease in a particular human subject;
(b) performed primarily for the human subject’s benefit; and
(c) recognized generally by the medical profession as prop-
er."” Nor does it apply to research involving no risk (as de-
termined by the principal investigator) or to (1) evaluative
procedures authorized by the Civil Service Commission or
by other government agencies to determine the state of an
employee’s health; (2) research involving as subjects indi-
viduals who are specially trained for that occupation (e.g.,

*The investigator's determinations must be approved by “line
management:” letter (November 16, 1977) from Robert A. Frosch,
Administrator, NASA.
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using test pilots to evaluate air or space flight equipment);
or (3) research involving NASA employees whose regular
position description includes such tests or evaluative pro-
cedures.

Review Procedures: The NASA Office of Life Sciences
neither conducts nor directly supports research involving
human subjects. All such research is conducted under the
auspices of the NASA field centers (primarily Ames and
Johnson). Both Ames Research Center and the Johnson
Space Center require (in their own management directives)
that their intramural research be reviewed by a review
board. NASA officials report that, ‘“‘at least at the Ames Re-
search Center, an attempt is made to obtain reports of the
results of the extramural IRB’s findings prior to the funding
of research proposals.” IRB review of extramural research,
however, does not appear to be required.

The IRB at the Johnson Center is chaired by the Senior
Medical Officer of the Space Life Sciences Directorate and
includes three Space and Life Sciences Directorate repre-
sentatives, a representative of both the Chief Counsel and
the Director of Safety, Reliability, and Quality Assurance.
Three ad hoc members may also be appointed by the Chair-
man. The composition of the review board at the Ames Cen-
ter as set forth in Ames Memorandum 74/200 includes three
staff physicians, a life scientist, and three additional indi-
viduals not connected with the organization conducting the
research. The Chairperson is the Division Chief, Simulation
Sciences.

Research proposals must be approved by the installa-
tion’s counsel’s office, safety office and medical officer be-
fore being approved by the appropriate authorized NASA
official (i.e., the Director of the Ames Research Center, the
Senior Medical Officer of the Space and Life Sciences Di-
rectorate at the Johnson Center, and the Director of Life Sci-
ences at NASA Headquarters, respectively). At the Ames
Center, the Director also signs each test participant’s certifi-
cation of medical acceptability forwarded by the physician
conducting the medical examination.

Review Standards: Research involving human subjects
is reviewed to determine that: (1) the importance of the re-
search objective outweighs the risk to the subjects; (2) sub-
jects will not be exposed unnecessarily to risk of injury, dis-
comfort or inconvenience; and (3) the subject or his or her
representative will be compensated in the event the subject
suffers loss, injury, illness, disease or death as a result of
participating in the research. The review at the two re-
search centers also assesses the scientific merit of the re-
search, the competence of the investigators, and the ade-
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quacy of the facilities for the safe conduct of the research,
and for treatment of injuries.

Consent Provisions: NASA consent provisions general-
ly follow those of HHS regulations (45 CFR 46) with the
following modification. Subjects must be informed if, for
any reason, withdrawal during the conduct of the research
is not an option (because it would be “unwise, dangerous,
or impossible’’). In exceptional cases, waivers of the
consent requirements may be granted by “the cognizant au-
thorized NASA official” if such requirements are deemed
“not to be necessary, for various reasons, to protect the sub-
jects.”

Special Subjects: The Ames Manual provides that no
person who is a minor or who is without legal capacity to
give his voluntary informed consent may be a subject of hu-
man research without the specific authorization, in writing,
of the NASA Administrator. (No such provision appears in
the other manuals.)

Additional Provisions: The Ames Research Center re-
quires that all human subjects be examined by a physician,
who has been informed of the nature of the proposed re-
search, for a determination of fitness. Subjects must be re-
examined at the conclusion of the research, and reports of
the results of both the examinations must be forwarded to
the Director of the Research Center.

Sanctions: There are no provisions for sanctions in the
case of noncompliance.

Reporting of Injuries and Complaints: The authorized
official at the Center conducting the research must be in-
formed in the event of any injury, illness or disease that
occurs to subjects, any change in the environment or in a
subject’s response that could lead to some medical distur-
bances and any change in the research as described in the
approved protocol. The authorized NASA official is re-
quired to consider whether or not the prospective subject is
eligible for worker's compensation or other insurance in the
case of injury, loss, or death as a result of participating in
the research. ‘‘No human subject shall be asked to waive
any rights that may arise against the United States in con-
nection with any injury, loss, illness, disease or death suf-
fered by the subject as a result of human research.”

A sample consent form used at the Johnson Space Cen-
ter contains the following information: ““I understand that
in the event of physical injury resulting from the experi-
ment and calling for immediate action or attention that
NASA will provide the necessary emergency treatment. I
also understand that NASA will pay for any claims of inju-
ry, loss of life or property damage to the extent required by
the Federal Employees Compensation Act, the Federal Tort
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Claims Act, and the National Aeronautics and Space Act,
as amended. Any consent to participate as a test subject
shall not be construed as a release of NASA from any future
liability which may arise from, or in connection with, the
above tests or experiments.”

NASA reports no injuries or complaints during FY
1976-1981.

National Science Foundation (NSF)

The National Science Foundation supports research involv-
ing human subjects primarily in the behavioral and social
sciences. The NSF normally does not support clinical re-
search (i.e., on diagnosis or treatment of disease, abnormal-
ity, or malfunction in people or the testing of drugs).

Source: Section 711 NSF Grant Policy Manual (revised
March 1981); letter to the National Commission (November
9, 1977) from Richard T. Louttit, Director, Division of
Behavioral and Neural Sciences; letters (March 21, 1980
and July 16, 1981) from Eloise E. Clark, Assistant Director,
Biological, Behavioral, and Social Sciences.

Applicability: The policy applies to research, and relat-
ed activities supported by NSF grants.

Review Procedures: NSF adopts HHS requirements (45
CFR 46) for review by an Institutional Review Board (IRB).
The grantee is required to provide NSF with certification
that the appropriate IRB has reviewed and approved the
proposed research. If the grantee is not affiliated with an in-
stitution that has a general assurance on file at HHS, NSF
will contact HHS and request that a special assurance be ne-
gotiated.

Review Standards: NSF grantees must comply with re-
view standards of HHS regulations (45 CFR 46).

Consent Provisions: NSF grantess must comply with
the consent provisions set forth in HHS regulations (45 CFR
46).

Special Subjects: NSF specifically applies its policy to
research, and related activities in which students are in-
volved as subjects.

Sanctions: No provisions are made for sanctions in the
case of noncompliance.

Reporting of Injuries and Complaints: “There are no
special procedures for monitoring the research, nor for be-
ing informed of ‘untoward or unexpected events.’ Grantees
provide annual progress reports on continuing grants,
which are reviewed by appropriate program officers before
continuing funding is provided.” The NSF reports no inju-
ries or complaints during FY 1976—1981.
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United States International Develop-
ment Cooperation Agency

Agency for International Development
(ALD.)

The Agency for International Development supports re-
search in a variety of fields including agriculture, rural and
urban development, health, population, nutrition, educa-
tion, economics, institutional and social development, nat-
ural resources and environment, energy, and science and
technology.

Source: Manual entitled Contract Program in Centrally
Funded Research, issued by the Agency for International
Development, January 1977 (reprinted 1981); letter (April
24, 1980) from Sander Levin, Assistant Administrator for
Development Support; letter (July 13, 1981) from Curtis
Farrar, Acting Senior Assistant Administrator for Science
and Technology.

Applicability: A.1.D. policy for the protection of human
subjects applies to all grants, contracts or other awards for
the support of research involving human subjects con-
ducted both within and outside the United States.

Review Procedures: A.LLD. requires initial and contin-
uing review and approval of each research project by ‘‘an
appropriate committee of the applicant institution.” A.LD.
reviews each institution’s assurance for: (1) compliance
with requirements for initial and continuing review, (2) ad-
equacy of the institution’s review committee structure, (3)
its review procedures, and (4) the facilities and personnel
available to protect the health and safety of human subjects.
In addition, each institution must certify to A.L.D. for each
proposal that its committee has reviewed and approved the
proposed research. Where applicable, A.I.D. also requires
evidence of compliance with regulations of the Food and
Drug Administration. The Agency may submit research pro-
tocols involving human subjects to independent review by
staff, consultants and advisory groups. The Agency's cen-
tral research program is reviewed by the A.I.D. Research
Advisory Committee (RAC), an external advisory group of
experts from educational and other institutions. The RAC
gives close attention to provisions for the safeguarding of
human subjects in its reviews.

Review Standards: Review must assure that (a) the
rights and welfare of the individuals involved are adequate-
ly protected, (b) the methods used to obtain informed
consent are adequate and appropriate, and (c) the risks and
the potential benefits of the investigation are assessed.
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Consent Provisions: The consent procedures must be

adequate and appropriate. For guidance A.LD. refers to
HHS regulations (45 CFR 46).

Additional Provisions: Research conducted outside the
United States must comply with all the above provisions
and, in addition, conform to legal and other requirements
governing human research in the country in which the re-
search will be conducted. For guidance A.L.D. refers to HHS
regulations (45 CFR 48).

For A.LD. supported multinational research projects,
such as clinical trials of new drugs and diagnostic sub-
stances for tropical diseases in developing countries, A.I.D.
follows the consent procedures of the Human Volunteer
Committees of the World Health Organization.

_ Sanctions: There are no specific provisions for sanc-
tions in the case of noncompliance. However, noncompli-
ance may provide the basis for termination.

Reporting of Injuries or Complaints: A.I.D. reports no
injuries or complaitns during FY 1976-1981.

Veterans Administration (VA)

The Veterans Administration conducts and supports
biomedical and behavioral research in its hospitals, clinics
and centers, and permits outside investigators to collabo-
rate in such research at those facilities.

Source: Veterans Administration Issue M—3, Chapter 1,
Part 1, as modified by interim issue 10-75-8 (March 10,
1975), 10-77—46 (November 18, 1977) and 10-78-17 (June
13, 1978); Circular 10-75-121 (June 19, 1975); Circular
10—-79-232 (September 25, 1979); guidelines for VA
Cooperative Studies (September 1979); Circular 10-81—-162
(August 11, 1981); letter (April 17, 1980) from Donald L.
Custis, M.D., Chief Medical Director; letter (April 23, 1980)
from Dorothy Rasinski, M.D., ].D., FCLM, VA Liaison; letter
(July 2, 1981) from Turner Camp, M.D., Associate Deputy
Chief Medical Director. VA manual M—3, Part 1 has been re-
vised and is in the final stages of approval.

Applicability: The guidelines apply to all VA research
whether it is being performed under the auspices of the
Medical, Health Services, or Rehabilitative Engineering Re-
search and Development Office.

Review Procedures: Each local Research and Develop-
ment Committee appoints subcommittees on human studies
(IRBs) as required. The composition of the subcommittee on
human studies must conform with HHS regulations. The
subcommittee reports its recommendations to the Research
and Development Committee who must review and approve
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the recommendations of the subcommittee but cannot alter
or reject a report that recommends disapproval for either
ethical or legal reasons.

Review Standards: The VA generally follows the re-
view standards set forth in HHS regulation (45 CFR 46).

Consent Provisions: The VA adopts the consent re-
quirements of HHS regulations (45 CFR 46). Subjects must
sign each of the pages of information provided them con-
cerning the purpose, procedures, risks, etc. of the proposed
research project. In addition all subjects must sign a stand-
ardized consent form (VA Form 10-1086) informing them
of existing compensation and treatment provisions in the
event of injury, assuring them of the privacy and confiden-
tiality of their medical records, providing them with the op-
portunity to indicate any limitation they may wish to place
on their consent to participate in the research project at
hand, and reminding them of their right to withdraw from
the study at any time.

The VA permits several or all of the subjects to sign the
same information sheets when the procedure is simple and
the experiment is brief. The signed consent forms are kept
separate from the information sheets. The investigator may
give subjects their own copies of the information sheets; but
one copy of each sheet must be signed by the subject and re-
tained by the investigator. In addition, investigators “must
assure that the consent is given freely without threats even
by implcation, without promises of unrealistic results, and
without excessive material reward for participation.”

Additional Provisions: ‘“Experimental procedures must
not be added surreptitiously to accepted clinical ones; so-
called ‘bootleg’ or ‘piggy-back’ research is forbidden.”

Reporting of Injuries: “Adverse results’’ may be han-
dled locally with no report to Central Office. However, the
IRB (Human Studies Subcommittee) must consider and rec-
ommend action in any instance of ‘‘research abuse' in
which it is claimed that a subject’s rights were viclated or
the subject’s safety unduly jeopardized during research. In
such cases, the IRB forwards its report and recommenda-
tions to the local Research and Development Committee,
which then advises Central Office.

Beginning with FY 1982, each principal investigator is
required to report at the close of each fiscal year the follow-
ing information:

(1) the total number of research projects in his/her pro-
gram;

(2) the number of those projects which included hu-
man subjects;
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(3) the total number of human subjects involved in
those programs;

(4) the number of those subjects participating in re-
search who were physically injured or who experi-
enced any unanticipated physical complications as a
result of their participation;

(5) of those ‘“injured' subjects, the number requiring
outpatient medical care, with the total number of out-
patient visits; and

(6) of those “‘injured” subjects the number who re-
quired hospitalization, with the total number of hospi-
tal days.

“Adverse result/injury in the course of research” is defined
as follows: “Any anticipated or unanticipated physical ef-
fect (either the effect itself or the frequency of the effect if
its occurrence had been anticipated or predicted) which re-
quired additional follow-up treatment, or hospitalization.
Minor physical effects, e.g., transient vertigo, nausea, head-
ache, should not be included.”

The VA reports that there were five alleged injuries or
complaints during FY 1976—-1981. After thorough investi-
gations, two of the alleged injuries or complaints were de-
termined to be unfounded or could not be established. Two
complaints are still under investigation, and one complaint
resulted in a finding that the research investigator had de-
viated from the patient selection criteria described in the
protocol. The investigator has been withdrawn from all re-
search activities, and an official reprimand has been placed
in his personnel record.



Agencies Included

in Commission’s
1980 Survey

Agencies Reported by National Commission
to be Conducting or Supporting Research with Human

Subjects

American National Red
Cross
Central Intelligence Agency
Commission on Civil Rights
Consumer Product Safety
Commission
Department of Agriculture
Department of Commerce
Department of Defense
Department of Education *
Department of Energy
Department of Health and
Human Services *
Department of Housing and
Urban Development
Department of Justice

Department of State

Department of
Transportation

Department of the Treasury

Environmental Protection
Agency

International
Communication Agency

National Academy of
Sciences

National Aeronautics and
Space Administration

National Science
Foundation

Veterans Administration

*Formerly part of the Department of Health, Education and

Welfare
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Agencies Not Previously Reported as
Conducting or Supporting Research with Human Subjects

ACTION

Administrative Conference
of the U.S.

Advisory Commission on
Intergovernmental
Relations

Advisory Council on
Historic Preservation

American Battle Monuments
Commission

Appalachian Regional
Commission

Arms Control &
Disarmament Agency

Civil Aeronautics Board

Commission of Fine Arts

Committee for Purchase
from the Blind and Other
Severely Handicapped

Commodity Futures Trading
Commission

Community Services
Administration

Copyright Royalty Tribunal

Delaware River Basin
Commission

Equal Employment
Opportunity Commission

Export-Import Bank of the
U.s.

Farm Credit Administration

Federal Communications
Commission

Federal Council on the
Aging

Federal Deposit Insurance
Corporation

Federal Home Loan Bank
Board

Federal Labor Relations
Authority

Federal Maritime
Commission

Federal Mediation &
Conciliation Service

Federal Mine Safety and
Health Review
Commission

Federal Trade Commission

Foreign Claims Settlement
Commission of the United
States

General Services
Administration

Gorgas Memorial Institute of
Tropical and Preventive
Medicine, Inc.

Harry S Truman Scholarship
Foundation

Inter-American Foundation

International Trade
Commission

Interstate Commerce
Commission

National Capital Planning
Commission

National Credit Union
Administration

National Endowment for the
Arts

National Transportation
Safety Board

Nuclear Regulatory
Commission

Occupational Safety and
Health Review

Panama Canal Commission

Postal Service

President’'s Committee on
Employment of the
Handicapped

President’s Council on
Physical Fitness and Sport

Selective Service System

Small Business
Administration

Smithsonian Institute

Tennessee Valley Authority
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Regarding Amendments to D
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President's Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavioral Research

2000 K Street, NW,, Suite 555, Washington, DC 20006 (202) £53-8051

September 18, 1580

Honorable Patricia Roberts Harris
Secretary

Department of Health and Human
Resources

Washington, D.C. 20201

Dear Secretary Harris:

I am writing on behalf of the President's Commission to tramsmit
comments on proposed HHS regulations governing research with human
subjects (45 CFR 46). Because the proposed regulations were published
more than a year ago and have already received extensive public comment,
the Commission has decided not to prolong the rulemaking process by
exercising its authority under section 1802(b) of the Public Health
Service Act to make formal recommendations which would have to be published
for public comment and notice of your official decision. Rather, we
hope that you will adopt our recommendations substantially as offered

or advise us of your reasons if you find that it would be unwise or
infeasible to do so.

Although the Commission will be submitting its biennial report on
the regulations of all federal agencies for the protection of human
subjects in 1981, we would like to make substantive recommendations on
two aspects of the proposed HHS final regulations at this time in order
to avoid proposing modifications shortly after their issuance, which we
understand will occur shortly. The recommendations that are attached
address the applicability of HHS regulations to: (a) research not
conducted or supported by the Department; and (b) social science
research involving no discernible risk. The more difficult problems
of research involving either deception or participant observation in
"private" settings will be addressed in our biennial report.

Briefly, we have concluded that extension of HHS regulations to
research that is not conducted or supported by the Department should be
based upon clearer congressional and statutory authority than now exists
in the ambiguous language of Section 474 of the Public Health Service
Act. We recommend, therefore, that 45 CFR 46 be made applicable on its
face, and in implementation through the process of negotiating "assurances"
with research institutions, only to research with human subjects that is
conducted or supported by HHS. At the same time, we would like to
emphasize our support for the IRB process and our hope that research
inscitutions can be encouraged voluntarily to apply IRB review procedurtes
to all research with human subjects for which such review is appropriate.
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For the time being, however, this should be done through institutional
mechanisms and through appropriate professional organizations. The
Commission will consider, as part of its biennial report to Congress,
whether to recommend statutorily-mandated IRB review of research with
human subjects regardless of source of funding. If we determine that
such a requirement would be advisable, we shall recommend appropriate
Congressional action.

Although we believe that for research not funded by the Department
explicit authority is lacking to require institutions to follow the
procedures established by HHS, we conclude nonetheless that the Department
may (and in some instances should) decline to support imstitutions or
investigators who have violated subjects' rights in the past. Therefore,
we recommend that the final regulations retain the provision now embodied
in 45 CFR §46.121(b) that permits the Secretary to withhold research funds
from an institution or principal investigator that has failed materially
to protect human subjects in research (whether or not HHS funds were
involved). This provision should be noted in a preamble setting forth the
policy underlying 45 CFR 46. If necessary to effectuate this recommendaction,
additional provisions should be added to the regulations to require
institutions or investigators applying for HHS research funding to submit
information, and to permit Department officials to develop any further
facts, needed to resolve substantial allegationms of serious wrongdoing
in previous unfunded research.

Second, we believe that efforts to protect human subjects are
ultimately disserved by the extension of regulatory procedures to ever
broader areas. In a word, the full panoply of prior review ought not
apply to activities in which there is no discernible risk to human
subjects. We know that you are sensitive to these concerns as well.

To mark the restriction of the regulations' sweep more plainly, we
recommend several modifications in the proposed rules published in

August 1979. We would establish three categories of research that may be
exempt from IRB review: (a) research involving questionnaires, interviews,
or standard educational or psychological tests, in which the agreement of
subjects to participate is already an implicit or explicit part of a
research process which itself will involve little or no risk; (b) research,
in which consent is not typically obtained because the gathering of
information involves merely observation of behavior in public places (for
which there is no reasonable expection of privacy), review.of publicly
available information, or anmalysis of data containing no personally
identifiable information; and (c) social, economic, or health service
resecarch conducted under governmental aegis (such as the HEW Medicare
copayment experiments or the OEQ negative income tax experiment) in

which consent of "subjects” may or may not be warranted by statute.

The exemption of the first two categories arises from a recognition
that they involve procedures, commonly employed by soecial and behavioral
scientists, which in most instances are wholly innocuous. We believe it is,
however, useful ti differentiare the categories because the first
emphasizes the subjects having an opportunity to decline to participate,

while the second depends on commeon acceptance that the information being
sought is not regarded as private.
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The third category is quite distinct, as it may involve greater
risks and may touch on private matters, and consent may not always be
apprepriate. Here the basis for the exemption is that the research is
initiated and sponsored, not merely funded, by the government and involves
variations in existing or proposed federal policies and programs.
Nevertheless, it is the judgment of the Commission that Federal agencies
should take seriously their responsibility to assure that the integrity
of subjects participating in such research is respected and that the
research is conducted in a way that will provide valid answers to
important questions about the cost and effectiveness of federally sponsored
programs. Thus, although the precise requirements of 45 CFR 46 would
not apply, we believe it is important for the Department to develop review
procedures, appropriate to the individual research program, to protect the
rights and welfare of people who are involved as "subjects."

We hope that our comments will assist your Department in resolving
controversies which have arisen over these important issues.

Sincerely,

Morris B. Abram
Chairman

Enclosure

cc: Dr. Charles McCarthy, Director, Office for Protection from
Research Risks, NIH
Mr. Richard J. Riseberg, Chief, NIH Branch, Office of General
Counsel
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RECOMMENDATIONS REGARDING PROPOSED AMENDMENTS TO HHS

REGULATIONS GOVERNING RESEARCH WITH HUMAN SUBJECTS (45 CFR 46)

The President's Commission for the Study of Ethical Problems in
Medicine and Biomedical and Behavioral Research makes the following
recommendations to the Secretary, HHS, regarding proposed regulations
governing research with human subjects (45 CFR 46).

I, Preamble

There should be a preamble to the regulations which is an integral

part of 45 CFR 46 (not simply introductory language in the Federal Register

publication thereof). Such preamble should emphasize the following:

A. That the Department encourages all institutions to review and
require prior approval of all research with human subjects according to
procedures set forth in the regulations;

B. That the Department may withhold research grants or contracts from
any ‘institution or investigator that has failed materially to protect the
human subjects of research for which he, she or it has been responsible,
whether funded by the Department or not (§46.121); and

C. That although certain categories of research may be exempt from
review requirements, respect for subjects must always be observed and may
often warrant procedures for obtaining informed consent. For example,
students who are asked to be subjects of research involving standard
educational tests should be informed that: (1) the test is not part of
their required school curriculum; (2) it will have no bearing on their

grade; and (3) they may choose not to participate inm the test without
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fear of adverse responses on the part of their teacher or other staff

of the school. Similarly, subjects of research involving the gathering

of private information in return for participation in a pilot social
program should be informed that their participation is voluntary (if it is)
and that they may decline to participate without loss of any benefits to
which they are entitled. Provisions for protecting confidentiality of
data (and the extent to which data are vulnmerable to subpoena or release
to other government agencies) should also be explained.

II. Section 46.101

A. Paragraph (b) should be deleted and conforming changes made

throughout the regulations. The Commission believes that clearer Congressional

direction and statutory language than that contained in section 474 of
the Public Health Service Act is necessary before federal regulatory powers
can be extended to non-federally funded research activities.

B. Paragraph (c) should be revised as follows:

(b) These regulations do not apply to the following categories

of research provided that the subjects are non-institutionalized,

competent adults from whom informed consent will be received:
1. Research conducted in established or commonly accepted
educational settings, involving normal educational practices,
such as (A) research on regular and special education
instructional strategies,; or (B) research on the effectiveness
of, or the comparison among, instructional techniques,

curriculum, or classroom management.
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2. Research involving solely the use of standard
educational or psychological tests and testing procedures,
including diagnostic, cognitive, aptitude, or achievement
tests, if the information obtained through such tests is
recorded in such a manner that subjects cannot ressonably

be identified, directly or indirectly.

3. Research involving solely interview or survey

procedures if (A) results are recorded in such a manner that
subjects cannot reasonably be identified directly or through
identifiers linked to the subjects, or (B) the research does
not deal with information which, if confidentiality were
breached, could place the subjects at risk of crimimal
prosecution, civil liability, loss of employment, or other
serious adverse consequences, except in settings in which
subjects may feel coerced to participate (e.g., when the
manner or place in which participation is solicited could
imply or lead subjects to fear that noncoopefration may cause
treatment or services to be withheld).

4, Interviews or survey research on any topic, if the
respondents are clected or appointed public officials or
persons running for public office.

.

5. Research involving solely a combination of any of the

activities described above.
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(c) These regulations do not apply to the following
categories of research provided that the research presents
no risk of harming subjects or of invading their privacy:

1. Survey activities involving solely product and
marketing research, journalistic research, historical
research, studies of organizations, public opinien polls,
or management processes.
2. Research involving solely the collection of, or the
study of previously collected, information that is publicly
available.
3. Research involving solely observation of behavior in
public places, except (A) in settings where the subjects to
be observed have a reasonable expectation of privacy (e.g.,
rest rooms, hospitals, university dormitories, "store-front"
legal offices, cashiers' stations in banks, etec.), or’ (B) when
events are to be staged by the investigators to test individual
responses to particular situations involving potential
emotional stress, embarrassment, or illegal conduct.
4. Research involving the study of documents, records, data
sets, or human materials, when: (A) the sources or materials
do not contain identifiers or cannot reasonably be linked to
individuals; or (B) the sources or materials were originally
given in a setting in which the subjects had no reasonable
expectation that they would be kept confidential.
5. Research involving solely a combination of any of the

activities described above.
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(d) These regulations do not apply to research designed to

evaluate federally sponsored social, economic, or health service
programs, or proposed changes in such programs, where: (1) the
appropriate Departmental official has been given explicit Congressional
authority to modify a program for research purposes, (2) the

programs or changes to be evaluated are themselves within the

statutory authority of the agency to adopt, and (3) the research
involves no limitation or withholding of a benefit to which the
subjects are legally entitled or which other individuals, similarly

situated, continue to receive under the program being evaluated.
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THE SECRETARY OF HEALTH AND HUMAN SERWVICES
WASHINGTON, D.C. 20201

Mgy e

JAN 19 1981

Mr. Morris B. Abram

Chairman

President's Commission for the Study of
Ethical Problems in Medicine and Biomedical
and Behavioral Research

2000 K Street, N.W.

Washington, D.C. 20006

Dear Mr Abram:

I am responding further to your letter regarding Health and
Human Services regulations governing research involving human
subjects.

I have carefully considered your recommendations regarding
coverage of human subjects research not funded by this Depart-
ment and exemption from coverage for certain kinds
of behavioral and social science research.

I have approved final regulations that, for the most part,
adopt your recommendations and similar recommendations made by
the Office of Management and Budget and the White House Office
of Science and Technology Policy.

Specifically, those regulations cover only human subjects
research funded by the Department. The regulations also require
institutions receiving Department human research funding to
assure that they are protecting all of their human research
subjects, and empower the Department to withhold research fundinc
in the absence of such assurances. In addition, the regulations
exempt the following kinds of research from coverage:

© Research in commonly accepted educational settings
involving normal practices;

© Research involving educational tests where subjects cannot
be identified by third parties;

© Research involving surveys, interviews or observation of
public behavior except where subjects can be identified by
third parties and could reasonably be subject to criminal
prosecution or financial harm if illegal or otherwise
sensitive behavior were disclosed to any third party;:

o Research involving existing records which are publicly

available or where subjects cannot be identified by third
parties.
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Mr. Morris B. Abram - Page 2

The Secretary may also grant ad hoc waivers from coverage
provided that he or she publishes a notice of this waiver in the
Federal Register.

I expect these final regulations to be published in the
Federal Register next week. Because they are voluminous, I am
not enclosing a copy. Please contact Dr. Charles McCarthy at
496-7005 if you would like a copy of the regulations or any
additional information.

Thank you for your valuable comments on these important
regulations which, I am confident, will serve to enhance
protection of human research subjects.

Sincerely yours,

K .

Wi -

' -~ 4 @
d S . T

Patricia Roberts Harris






Case Studies: Five Incidents
of Alleged Misconduct in E
Biomedical Research

During 1980 and 1981, a number of incidents of alleged
misconduct in the performance of Federally regulated re-
search received national attention in the press. Using the
press accounts as a point of departure, Commission staff as-
sembled copies of original documents from which to piece
together a description of five such incidents. (Copies of all
documents cited in the footnotes, are retained in the Com-
mission’s files.) In one or two instances, where the absence
of a specific procedure seemed important and the docu-
ments (although suggestive) lacked precision, the matter
was confirmed by telephone conversation both with the
pertinent Federal officials and with other persons involved
in the matter. As the material makes clear, some of the cases
have been through the entire process of HHS investigation
and imposition of sanctions; other cases are still under in-
vestigation. They are recounted here for the light they may
shed on local and Federal oversight processes (as discussed
in Chapters Three and Five) and not as a basis for drawing
any adverse conclusions about research or the IRB as a
means for its regulation.

1. Boston University. In June 1978, junior members of a
research team in the oncology unit of Boston University
Medical Center reported to hospital administrators that data
had been falsified both in research reports and on individu-
al patients’ medical records. They also alleged that there
had been violations of HEW rules on IRB review and in-
formed consent. Within two weeks hospital administrators
had convened an ad hoc investigative committee, received
its reports, and initiated procedures to remove the principal
investigator from its staff. They also alerted the funding
agency (the National Cancer Institute) and the collaborative
oncology group to which data from the research unit were
submitted. In July, officials from the B.U. Medical Center
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met with high level staff at the Cancer Institute to provide
further information on the incident, but were told that NCI
‘“cannot intervene in the internal affairs of institutions, or
pass judgment on individuals, in situations in which we are
not directly involved.”?

Approximately six months later, in January 1979, the
Cancer Institute approved and encumbered research funds
in the amount of $1 million for the principal investigator of
the B.U. Medical Center Project who by then had taken a
position at a medical center in New York. None of the re-
view groups at NIH that approved the subsequent research
grant were told of the charges against the principal investi-
gator. Two years later, after a five-day series of articles on
the incident was published in the Boston Globe,? the Can-
cer Institute requested an investigation of the matter by the
NIH Division of Management Survey and Review.? That in-
vestigation is still in progress, as is a parallel investigation
initiated the same month by OPRR.

2. University of Kansas. In March 1977, two graduate
students in the anthropology department at the University
of Kansas lodged a series of complaints against a professor
with whom they had worked, alleging that venepuncture
and genetic counseling had been performed in a project in
Central America by anthropologists and graduate students
who lacked proper training for such activities. They further
alleged that consent procedures were inadequate and that
federal funds had been misappropriated. The Vice Chancel-
lor for Research and Graduate Studies at Kansas found
many of the charges to be unsubstantiated, but also found
that the principal investigator had embarked on the re-
search without the necessary IRB review and approval, in
violation of university rules as well as applicable federal
regulations. A formal letter of warning was issued to the
principal investigator, but no sanctions were imposed and

1Letter to John I. Sandson, M.D., and John H. Betjemann from Ar-
thur Upton, M.D., Director, NCI (August 8, 1978) agreeing with
the position taken by his senior staff in July. A complete docu-
mentary account of the sequence of events at Boston University
Hospital and NCI is contained in a chronology of events prepared
by Commission staff and submitted with the testimony of the Ex-
ecutive and Deputy Directors at hearings held by Rep. Albert
Gore, Jr., April, 1981, See, Fraud in Biomedical Research, Hear-
ings Before the Subcommittee on Investigations and Oversight of
the Committee on Science and Technology, U.S. House of Repre-
sentatives (March 31, April 1, 1981) at 136—139.

2“Spotlight” series, Boston Globe, Sunday, June 29 through
Thursday, July 3, 1980.

3Memorandum from Dr. Vincent T. DeVita, Jr., Acting Director,
NCI to Acting Director, Division of Management Survey and Re-
view, NIH (July 3, 1980).
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no reports were made to the cognizant federal agencies.

The graduate students, dissatisfied with the universi-
ty's disposition of the matter, formally complained to the
then Department of Health, Education and Welfare in Sep-
tember 1977, as well as to several professional societies,
including the American Anthropological Association. The
Executive Board of that Association considered a report of a
special ad hoc Committee of Inquiry in April 1980 and con-
cluded “that there are no grounds for action under the Prin-
ciples of Professional Responsibility.”# Here, as in the Bos-
ton University case, the principal investigator subsequently
received additional HHS research funds. The Department’s
investigation into the matter is still in progress.

In both incidents, those who reported the alleged mis-
conduct have fared badly. At Boston University, the junior
members of the research team were dismissed along with
the principal investigators when the project was halted and
a multi-million dollar suit has been filed by the principal
investigator against some of them for tortious interference
with contractual relations. At the University of Kansas, ad-
verse actions were taken with respect to the graduate stu-
dents’ academic standing. (The students and the adminis-
tration differ as to the basis of those actions.) A million
dollar suit for slander and libel was also filed in Kansas
against the graduate students, their lawyers, and others
who assisted them in pursuing their complaints. It is not
clear whether the investigations under way at HHS will be
completed in time for the findings to be introduced as evi-
dence in any of the pending litigation.

3. FDA Disqualification of Dr. Nathan Kline. On No-
vember 13, 1980, the Food and Drug Administration (FDA)
disqualified New York psychiatrist Nathan Kline from fur-
ther drug testing on human subjects.’ This action followed
hearings in September and October 1979, which were held
as a result of an inspection of Dr. Kline's activities in April
and May 1978. The disqualification was based upon Kline’s
persistent and deliberate violations of FDA rules by giving
patients potent drugs not approved for human studies.
There were also serious breaches of rules on informed
consent and on record keeping. The FDA Commissioner
concluded that Dr. Kline's action adversely affected the
safety of his subjects and therefore formally disqualified Dr.
Kline from further investigational drug studies over which

4Letter from Edward ]. Lehman, Executive Officer, American An-
thropological Association, to Anta Montet-White, Chair, Depart-
ment of Anthropology, University of Kansas (April 28, 1980).

5Food and Drug Administration, Department of Health and Hu-
man Services, In the Matter of Nathan S. Kline, M.D., Commis-
sioner’'s Decision (November 13, 1980).



180 Protecting Human Subjects: Appendix E

FDA has regulatory authority.

The Commission subsequently inquired of OPRR
about the effect Dr. Kline's FDA disqualification would
have on his eligibility to receive NIH grants or contracts.
Specifically, Section 76.10 of the HHS debarment regula-
tions promulgated in 1980 applies only to “‘serious viola-
tion of the applicable statutes, regulations, or other terms
and conditions of a previous award of financial assistance’
or to ‘‘disbarment from Government contracting,
subcontracting or financial assistance by a Government
agency (including an agency within HHS).” Therefore, it is
not apparent whether debarment from activities under fed-
eral regulation (e.g., by FDA) would necessarily be inter-
preted as cause for debarment under Section 76.10.6

In reply, Dr. McCarthy, OPRR’s director, reported that
his office had been alerted by FDA about Dr. Kline’s formal
disqualification (some four or more moths after the determi-
nation had been reached) and had placed his name on an
“‘alert” system so that appropriate NIH officials would be
notified if any applications for research grants or contracts
are received from Dr. Kline in the future.” (It does not ap-
pear that the “alert’’ system is specified in any HHS regula-
tions, so that the Commission is unable to evaluate the ap-
propriateness of the criteria employed for a person’s
inclusion nor for the sanctions, if any, that are imposed on
those included.)

Dr. McCarthy further reported that Dr. Kline currently
had no research support from either NIH or ADAMHA (the
Alcohol, Drug Abuse, and Mental Health Administration)
and that the FDA disqualification would not automatically
result in NIH debarment or even in the initiation of debar-
ment proceedings. Instead, NIH would take the reasons for
the FDA disqualification into account “along with all other
pertinent information” in considering whether to initiate
debarment proceedings.® Although it is technically correct
that there are no NIH or ADAMHA research grants to Dr.
Kline as principal investigator, there is—apparently unbe-
knownst to OPRR—an NIH Biomedical Research Support
Grant to Rockland Research Institute which lists Dr, Kline
as the Program Director.® The most recent award under that
grant (now in its 15th year) was in the amount of $36,174

$Memorandum from Deputy Director, President’s Commission, to
Director, OPRR (Feb. 19, 1981).

"Letter from Charles R. McCarthy (Director, OPRR) to Barbara
Mishkin (Deputy Director, President's Commission) (May 19,
1981).

8]d.
9Grant #2S507RR05651—15.
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covering a period from April 1, 1981 through March 31,
1982. Dr. Kline is a member of an 8-person committee at
Rockland Research Institute that decides how the money
will be allocated.1® For a person ‘‘disqualified” by the FDA,
the consequence in terms of research support from HHS
may be both more and less than one would gather from the
regulations.

4. UCLA Medical Center. Early in 1979, a group of
nurses complained to the IRB at the UCLA Medical Center
that physicians had been performing experimental bone
marrow transplants without IRB approval. Although it is
not entirely clear to what extent the transplants and accom-
panying chemotherapy were innovative, “last-ditch” thera-
pies for seriously ill patients, and to what extent they con-
stituted “‘research,” UCLA rules require review of all such
activities by the IRB (known at UCLA as the Human Sub-
jects Protection Committee). In fact, in a letter to the Com-
mission staff, Dr. Sherman Mellinkoff, the Dean of the Med-
ical School, reported that: “‘the investigators ... made a
misjudgment when they altered the protocol for the treat-
ment in vitro of bone marrow obtained for patients in re-
mission prior to its reinfusion into the patient from whom it
had been obtained.” 11

Dr. Mellinkoff further reported that as a result of an in-
quiry by a panel of physicians appointed by the administra-
tion of the medical center, the researchers “were told that
the university’s policy was to follow precisely the regula-
tions related to human subjects protection ... [and] that se-
rious violations of these regulations would require us to re-
quest that the funding agencies withdraw their support.”
Dr. Mellinkoff further noted that “since [then-applicable]
federal regulations do not require reporting of an inquiry or
warning by a university to its researchers and since no pa-
tient had been endangered by the change in protocol, the
funding sources were not notified.” 12

Nevertheless, one of the UCLA physicians working on
experimental bone marrow transplantation, subsequently
became the first biomedical investigator formally sanc-
tioned by NIH for violations of human subjects regulations
in research supported by HHS. These sanctions resulted
from another experiment in which patients in Israel and

10Letter from Dr. Thomas Bowery, Director, NIH Biomedical Re-
search Support Program, NIH to Barbara Mishkin (December 2,
1981) attaching 14th Year Annual Progress Report of Rockland
Research Institute, which lists members of Allocation Committee
at p.6.

11Letter from Sherman Mellinkoff to Alexander M. Capron, Execu-
tive Director, President's Commission (February 5, 1981).

12d,
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Italy were treated with altered bone marrow in violation of
applicable rules governing both the use of recombinant
DNA techniques and the protection of human subjects.!?
Specifically, Dr. Martin J. Cline failed to disclose to the IRB
at Hadassah Hospital in Israel, or to the patients in Israel
and Italy, that the bone marrow transplants would contain
recombinant DNA material 14 despite the fact that the re-
view board at Hadassah went to considerable length to veri-
fy that the procedure would not involve recombinant
DNA.15 (There are no review committees in Italy compara-
ble to IRBs.1¢) Moreover, the procedures he used were the
same as those submitted to the IRB at UCLA in May 1979
and disapproved on July 16, 1980, after four outside
consultants all advised that more animal studies should be
conducted prior to human experimentation.??

The UCLA general assurance with HHS specifically
states that all research performed by UCLA employees (even
if performed elsewhere) must be reviewed by an IRB at the
collaborating institution; and UCLA must receive a report
of that review.® Although no NIH funds were used to per-
form the studies abroad, or to pay the cost of the trip, the
materials used in Israel and Italy were prepared at UCLA as
part of research supported by NIH.*®

The Office for Protection from Research Risks at NIH
first became aware of the possibility that Dr. Cline had per-
formed research using recombinant DNA and in violation of
NIH rules in September 1980. Following a letter from the
NIH Director to the UCLA Chancellor, and the Chancellor’s
reply, the Director established an ad hoc committee to con-
sider the report from UCLA, determine whether NIH regula-
tions had been violated, and recommend appropriate ac-
tion. Meanwhile Dr. Cline’s resignation from his position as
Chief of Hematology and Oncology was accepted by the
UCLA Chancellor and the Medical School Dean as appro-
priate under the circumstances.

13 Statement of the Director, NIH, accompanying the release of the
Report concerning Martin J. Cline, M.D. (May 26, 1981).

14 Memorandum from Chairman, NIH Ad Hoc Committee on UCLA
Report (transmitting the Committee’s report) to Director, NIH
(May 21, 1981) at 7—10, 16-21.

15]d. at 14-15, 21.
16]d. at 10.

171d. at 6. The IRB voted on July 16, 1980 to disapprove the proto-
col. Dr. Cline was formally notified on July 22; the procedure was
performed on the patient in Israel on July 10, 1980 and on the pa-
tient in Italy on or about July 15, 1980.

18]d, at 11-12.

19]d. at 20.
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The NIH ad hoc committee reported in May 1981 that
Dr. Cline’s activities violated both the NIH Guidelines on
use of recombinant DNA and the Department’s regulations
for the protection of human subjects. The Committee recom-
mended that four actions be taken and NIH Director
Fredrickson accepted them all: (1) prior NIH approval will
be required for any new application from Dr. Cline for NIH
support of research involving human subjects; (2) prior NIH
approval will be required for each project of his involving
recombinant DNA; (3) the Director of each NIH Institute
currently supporting research grants for which Dr. Cline is
principal investigator should forward the report of the Ad
Hoc Committee to the Institute's Advisory Council for ad-
vice regarding continuation of such grants; and (4) for each
application for new or competing renewal of NIH grants,
the study sections and National Advisory Councils shall
consider the report of the Ad Hoc Committee in making de-
cisions regarding support of the research.2¢

All four recommendations were implemented. In Sep-
tember and October 1981, National Advisory Councils of
the three NIH institutes that had been funding Dr. Cline's
research reviewed the ad hoc committee’s report and for-
warded their recommendations to the Acting Director, NIH,
through the Associate Director for Extramural Research and
Training who endorsed all but one recommendation.!

The National Institute of Arthritis, Diabetes and Digest-
ive and Kidney Diseases has been supporting Dr. Cline’s re-
search in “A New Method of Bone Marrow Culture,” pro-
viding $33,172 in direct costs for September 1981—August
1982, and for the next two years, $41,232 and $44,109,
respectively. This Institute recommended that each annual
report be signed by a responsible official of UCLA certi-
fying that the research was carried out ‘‘in keeping with the
intent and conditions for which the award was made." 22

The National Heart, Lung, and Blood Institute is cur-
rently supporting Dr. Cline’s research on “Treatment of
Hemoglobinopathies by Gene Insertion,” providing $81,647
in direct costs, the first year, and $78,647 and $83,787 in
two subsequent years. Its Advisory Council, after consider-
ing the record and debating the issues, concluded that “‘the
actions of Dr. Cline are reprehensible and ... warrant disci-
plinary action.” The Council supported the NIH actions al-
ready taken and further recommended that Dr. Cline pro-
vide assurance that he will not engage in human

20 Statement of the Director, NIH, supra, note 39.

21Memorandum from Associate Director for Extramural Research
and Training to Acting Director, NIH (Nov. 12, 1981).

221
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experimentation involving recombinant DNA for a period of
three years. Finally, the Council voted to terminate the
Heart, Lung and Blood Institute’s support of Dr. Cline at the
end of the first year (March 31, 1981.,)23

The National Cancer Institute has been funding two
grants of which Dr. Cline is principal investigator; one, a re-
search grant, was funded through November 1981 but was
scheduled to run through May 1982; the other, a project
grant covering four program areas in medical oncology, has
been revised by UCLA for consideration for renewal with a
new principal investigator. The National Cancer Advisory
Board recommended that Dr. Cline's research grant be fund-
ed through the originally scheduled termination date of
May 31, 1982. The Board also recommended that the project
grant be supported through February 28, 1982, to provide
continuity until the revised application (with the new prin-
cipal investigator) could be reviewed by the Board at its
January meeting. The Board also recommended, however,
that Dr. Cline not receive any further support from the ex-
tension of the grant.24

Although Dr. Cline had been asked to comment on a
draft of the NIH ad hoc committee’s report and had replied
that he had no response to make “‘at this time,””25 he was
not invited to respond at any other time or in any other
manner to the charges against him.?¢ Finally, knowing the
ad hoc committee’s negative conclusions but not knowing
when the advisory councils would act upon them nor how
to contact the councils, Dr. Cline sent a letter to the Execu-
tive Secretary of the ad hoc committee on September 17,
1981, to be forwarded to the advisory councils “providing
arguments in support of his actions as well as more general
comments on review and approval of innovative re-
search.”?” That letter, however, was not received by NIH
until September 28 and thus was too late to be taken into
consideration by the two National Advisory Councils that
reviewed his case on September 24 and 25. Only the Na-
tional Cancer Advisory Board (which did not meet until Oc-
tober 6) had Dr. Cline’s letter at the time of its consideration

231d.

241d.

2sReport of NIH Ad Hoc Committee, supra note 40, at 19.
26Confirmed by personal communications (Nov. 23, 1981) with
Dr. Charles McCarthy, Director, OPRRR and Dr. Martin Cline. Dr.
Cline expressed frustration at his inability to get his explanatory
letter to the Advisory Councils in time for them to take it into con-
sideration, noting that no one told him the dates of the Council
meetings or how to address communications to them.

27Memorandum from Associate Director for Extramural Research
and Training, supra note 47.
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of the matter.28

Authorities cited by NIH for imposition of the sanctions
included: (1) grants administration regulations for termi-
nating or suspending a grant and related provisions for ap-
peal of such action to the Department’'s Grants Appeals
Board; (2) HHS regulations for attaching conditions to
grants as a consequence of poor performance; (3) the regula-
tions governing research with human subjects that state
that the Secretary may withhold or withdraw departmental
support of research from investigators or institutions that
“*fail materially” either to comply with the terms of a grant
or to protect human subjects; and (4) similar provisions
contained in guidelines governing NIH-funded projects
involving recombinant DNA.2?° The regulations setting forth
the procedures for debarment and suspension (that provide
an accused scientist with notice and an opportunity for a
hearing) were not invoked.3?

5. M.D. Anderson Hospital and Tumor Institute (Uni-
versity of Texas System Cancer Center, Houston). In June
1981, an employee of the National Cancer Institute (NCI)
read a brief medical journal report by researchers at M.D.
Anderson Hospital on the administration of a new drug,
5-methyltetrahydrohomofolate (referred to as MTHHF), to
six cancer patients. The report was noteworthy because
MTHHF had not been cleared for use in human subjects by
either the Food and Drug Administration or by NCI at the
time the research was conducted. Subsequent investigation
revealed that the drug had been provided to the principal
investigator by NCI under a contract explicitly limiting its
use to animal research. NCI officials immediately wrote to
administrators at M.D. Anderson and to the principal inves-
tigator, suspending further work on MTHHF and announc-
ing a site visit to take place on July 13, 1981.31

The significance for the President’s Commission of the

281d.

29See, 45 CFR 74, Subpart M; 45 CFR Part 16; 42 CFR Part 50,
Subpart D; 45 CFR 74.7; 45 CFR 46.121-122; 45 Federal Register
77384 (November 21, 1980).

3045 CFR 76 (45 Federal Register 67262, October 9, 1980). In the
executive summary of the regulations, Secretary Patricia R. Harris
stated: “the effect of the regulations will be to establish a proce-
dure, with due process safeguards, to render persons ineligible to
receive HHS financial assistance for reasonable periods of time.”
The regulations became effective on November 10, 1980,

31Memorandum from Deputy Director, NCI to Director, NCI (July
24, 1981) on: Clinical Pharmacology Study of [MTHHF] carried
out at M.D. Anderson Hospital and Tumor Institute, University of
Texas System Cancer Center, Summary Report of NIH Site Visit
Team.
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lengthy site visit report and accompanying documents lies
not solely in what was discovered about the MTHHF exper-
iment that was conducted in 1980, but rather in the evi-
dence that was turned up which reveals serious deficiencies
in the review process at M.D. Anderson and in the response
to that evidence made by officials at NCI and NIH. Equally
notable was the lack of communication between the NIH
and FDA (which had inspected the IRB at M.D. Anderson
less than half a year earlier).3? This suggests that the
coordinated oversight of IRBs falls a good deal short in real-
ity of the system that is set forth on paper.

Among the documents reviewed by the site visitors
were a protocol by another investigator for ‘“Phase 1 Evalu-
ation of Homofolic Acid” (homofolic acid is another name
for MTHHF) and an accompanying consent form, both of
which had been approved by the hospital’s IRB in August
1978.33 The study was never carried out as described in the
1978 protocol, but this was the only documentation avail-
able to the NCI site visit team, since the study actually con-
ducted during 1980 was not based on a protocol or set of
consent documents approved by the IRB. The information
available about the 1978 protocol suggests that the consent
form employed there was a general form used for Phase 1
trials (i.e., only the name of the drug had to be filled in),
and this surmise is confirmed by a later statement of a hos-
pital administrator, who described the consent form as the
standard one in use at the time.34

In light of the clear violation of both FDA and HHS
rules that had brought the nine member site visit team
(including one representative of OPRR) to Houston, the ap-
parent deficiencies in the IRB review procedures and in the
standards for informed consent (which are described in
greater detail below) might have triggered a broader inves-
tigation of the protection of human subjects at M.D.
Anderson Hospital. Instead, sanctions were directed pri-
marily at the principal investigator; broader remedies were
limited to specific steps to tighten up the procedures of the
hospital’s pharmacy and a formal directive that the hospital

32Report of IRB Inspection of M.D. Anderson Hospital, FDA
(March 20, 1981).

33Summary Report of NIH Site Visit Team, supra note 57, The
protocol, numbered DT 78-31, the consent form, and the certifica-
tion of IRB approval are among background documents attached
to the site visit report.

34Testimony of James Bowen, Associate Vice President for Re-
search, M.D. Anderson, before a joint hearing of the Subcommittee
on Health and the Environment, Committee on Energy and Com-
merce and the Subcommittee on Oversight and Investigations,
Committee on Science and Technology, U.S. House of Representa-
tives (October 27, 1981).
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“develop a document that describes in detail the policies
and procedures for clinical research using investigational
drugs, including protocol review and approval, IRB proce-
dures ...”35—the absence of which demonstrates failings
that ought never to have existed if the institution’s “‘general
assurance’’ with HHS had been adequately implemented in
the first place. A follow-up site visit to determine how well
the procedures described in the new document are being
implemented was deferred for six months; by contrast, a
representative of the NCI's Investigational Drug Branch re-
turned to M.D. Anderson on July 28, 1981 (two weeks after
the initial site visit), to review records of additional studies.
This second visit turned up further problems (both in proto-
col review and in consent forms) which were characterized
by the Deputy Director of NCI as being ‘‘general” in na-
ture.36

The problems with the MTHHF protocol as approved—
which might have been shown to be ‘““general’” problems
had OPRR also chosen to follow up immediately with a
broader inquiry—were numerous. Three stand out: the lack
of clarity about the type of study subjects were being asked
to join, the failure to reveal potential adverse effects, and
the misleading impression created that the drug—actually
in the earliest phase of testing—was being offered as treat-
ment of a disease.

The objectives of the study, as set forth in the approved
protocol, were:

(1) To determine the maximum tolerated dose of
MTHHF administered by single dose intermittent in-
travenous infusion;

(2) To determine the qualitative and quantitative toxic-
ity and reversibility of toxicity of MTHHF adminis-
tered in this fashion; and

(3) To investigate the clinical pharmacology of
MTHHF and rationale for dose and schedule chosen.

These objectives fell into two groups: (1) and (2), which
concerned toxic effects, and (3) which was aimed at discov-
ering the drug’s metabolism, absorption and the like. To-
gether, these objectives define a “‘Phase 1 test,” as the FDA

35Report of NIH Site Visit Team, supra note 57, at 8, OPRR recent-
ly reported additional ‘‘intensive interaction’’ with M.D.
Anderson ‘““to develop revised procedures which explicity bar
‘Standard' or ‘Master’ [consent] forms.” (Comments on November
draft Biennial Report.) The use of standard forms, however, was
already explicitly barred by the hospital's 1975 “Code and Meth-
ods of Procedure' for activities involving human subjects.

3¢ Memorandum from Deputy Director, DCT, NCI, to Director, NCI,
on Follow-up on M.D. Anderson Site Visit (August 6, 1981).
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terms it—namely, research to answer basic questions about
pharmacokinetics and safety through initial trials in the
first few human beings after laboratory and animal work
has been completed.

It is a matter of some importance that these twao sets of
purposes be made very clear, both in the protocol and (par-
ticularly) in the consent form, since the effects of the two
aspects of the study are likely to be very different for the
subjects. In the second branch of their experiment, it was
intended to give a relatively small dose of MTHHF ‘‘la-
beled” with a small amount of radioactivity. This amount
would be too small to be expected to have any effect on
patient-subjects’ tumors. The size of the dosage probably
explains why the consent form would put these words into
a prospective subject’'s mouth: “I understand ... that the
amount of drug used solely for the pharmacology studies ...
will be free of toxic effects.”3?

Any subject who understood the term ‘‘pharmacology
studies” to be synonymous with the experiment itself—an
understandable, indeed predictable, mistake, given the way
the consent form is written—would have gotten the mis-
leading impression that the study as a whole, to the extent
it was not treatment, would be “free of toxic effects.”” Yet,
the other branch of the study design was actually a search
for ““the highest dose which does not cause the following
toxicities,” which had been reported from studies on dogs
and monkeys:®

severe hemolytic anemia, ... congestive heart failure,
life-threatening arrhythmias, ... severe diarrhea
requiring hospitalization for fluid replacement,
coma, seizures, nerve paralysis, progressive mental de-
terioration or weakness.

The standard to be used was that

if three patients develop any of the above toxicities at a
similar dose level during Phase 1 evaluation, the dose
will be considered to be above the maximum tolerated
dose.?®

The amount of the drug that would produce those ef-
fects in humans was unknown; by step-wise increments (or
decrements, if the initial guess on tolerable dosage was too
high) the researchers intended to find the point where these
(or other) toxic side effects would begin.

One would expect such possible consequences to be

37The consent form is contained in the Summary Report of the
NIH Site Visit Team, supra note 57.

38]d., Protocol DT 78-31, paragraph 3.14: Animal Toxicology.
391d., Protocol DT 78-31, Appendix A, Maximum Tolerated Dose.
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spelled out clearly in the consent form. They were not men-
tioned. Of course, under the HHS rules in effect at the time
the protocol was approved, it was also (and still is) permis-
sible to use a *‘short form" written consent that indicates
that “the basic elements of informed consent have been
presented orally to the subject.”” But in that case, “written
summaries of what is to be said to the patient are to be ap-
proved by the Board.” The rules required that the form be
signed not only by the subject but also ““by an auditor
witness to the oral presentation and to the subject’s signa-
ture. A copy of the approved summary, annotated to show
any additions, is to be signed by the persons officially ob-
taining the consent and by the auditor witness.'*° No such
summaries were prepared for, or approved by the IRB (nor
do any such forms and procedures appear to have employed
in the MTHHF study actually performed 1980), which vio-
lated not only the HHS regulations but M.D. Anderson Hos-
pital’s own general assurance.*!

The failure of the consent form to describe the risks of
the experiment is more grave because of another, perhaps
central, deficiency in the form: it gives the impressiomn that
the cancer patient is being asked to consent to treatment,
with perhaps some small added studies (“free of toxic ef-
fects’’) on the side. The form does not make clear that
MTHHF had never before been administered to humans and
therefore that its possible efficacy was wholly unknown.
The language of the consent form, as approved by the IRB,
is instead replete with references to ‘‘therapy’ and “my
treatment.” Indeed, after formal language naming the phy-
sician and the “treatment,” the body of the consent form be-

40Section 46.110 of the 1974 regulations required documentation
of the “actual procedure utilized in obtaining legally effective in-
formed consent and the basis for Institutional Review Board deter-
minations that the procedures are adequate and appropriate.” The
documentation of consent was permitted to take one of two forms
in biomedical research. When the ‘“‘short form’ written consent
procedures was utilized, the document must indicate “that the ba-
sic elements of informed consent have been presented orally to
the subject or his legally authoerized representative.”” Sample cop-
ies of the consent form and of the summaries as approved by the
Board must be retained in its records.

More typically, a subject is provided with “‘a written docu-
ment embodying all of the basic elements of informed consent.
This may be read to the subject or to his legally authorized repre-
sentative, but in any event he or his legally authorized representa-
tive must be given adequate opportunity to read it." The regula-
tion required that the document be signed by the subject or his
legally authorized representative, and that ““Sample copies of the
consent form as approved by the Board ... be retained in its rec-
ords.”

41Report of FDA's Inspection Report, supra note 58, Exhibit #2.
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gins with the assertion: “I am about to receive a form of
chemotherapy recommended by my physician. He has ex-
plained the potential benefits and hazards of this treatment
to me.""42

Although the NCI site visitors’ report did note that the
consent procedures in this case failed to conform to the
HHS regulations and the hospital’s general assurance, most
of the attention (and subsequent sanctions) were based
upon the principal investigator’s having acted on the (in-
correct) assumption that in the two years since the IRB ap-
proved the protocol, appropriate clearance had been ob-
tained from the FDA and NCI to administer the drug to
humans. There was no apparent concern that the deficien-
cies revealed in the MTHHF consent form might be wide-
spread or that the IRB should have mechanisms to assure
that all additional certifications are in place prior to giving
its final approval for a research project.#®> Nor did the site
visitors find noteworthy the fact that at least two IRB mem-
bers had disagreed as to whether the research would be
“therapeutic’ for the subjects and, moreover, had advised
that additional information be provided in the consent
forms.44

The response of both NIH and the administrators at
M.D. Anderson was to direct strong criticism and sanctions
against the principal investigator. NIH terminated all work
under the contract in question, except for two studies “of
high programmatic priority’’ for which a new principal in-
vestigator was named, and the government sought reim-
bursement of funds used to support the unauthorized clini-
cal studies.*s The hospital, in addition, formally censured
the principal investigator and barred him from further par-
ticipation in studies involving human subjects. He was also
relieved of all responsibilities as principal investigator or
co-principal investigator on federal contracts or grants.
(Both of the latter sanctions are of indefinite duration but

“2Consent form in Summary Report of NIH Site Visit Team, supra
note 57,

43The principal investigator had also failed to obtain approval
from the hospital's Radioactive Drug Research Committee, which
was required for use of radioactive “‘labels’” which facilitate study
of the subjects' metabolism of the drug.

44Summary Report of NIH Site Visit Team, supra note 57, Reviews
of Protocol DT 78-31 by Alexander Y.M. Wang, Ph.D. (81878) and
W.W. Sutow, M.D. (August 2, 1978).

4sMemorandum from Director, NCI to Acting Director, NIH (Au-
gust 6, 1981) forwarding Recommendations Regarding Ti Li Loo,
Ph.D. and the M.D. Anderson Hospital and Tumor Institute, Uni-
versity of Texas System Cancer Center and attached Site Visit Re-
port.
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are subject to periodic review.)*¢

A joint NIH/NCI panel that reviewed the site visit report
added two additional sanctions: that the investigator's in-
fraction be brought to the attention of the appropriate NIH
advisory council should he submit a grant or contract pro-
posal during the next two year period and that he not be
asked to serve on any NIH advisory committees or as a site
visitor during that same period.*’

The Director of OPRR reported to the Commission that
his office engaged in additional correspondence and tele-
phone calls with M.D. Anderson, following the formal im-
position of sanctions by NIH, in an effort to improve the
hospital's overall review procedures. The only recommen-
dations directed at the institution and formally endorsed by
the Acting Director of NIH, however, were that its proce-
dures for handling investigational new drugs be improved
with respect to documentation, record keeping and distri-
bution from the pharmacy and that ‘‘documents be devel-
oped by the University which describe the policies and pro-
cedures for the clinical research utilizing investigational
drugs, which will ensure compliance in the future with the
NCI policy and HHS regulations for the protection of hu-
man subjects with follow-up visits by NCI and the Office of
Protection for Research Risk [sic].”’4®

Throughout, officials at NIH remained unaware of the
routine FDA inspection of M.D. Anderson that had taken
place on March 20, 1981,*° despite the assurances given to
the President’'s Commission that NIH has developed good
communication with FDA and that “when FDA inspectors
find any practice which may constitute noncompliance
with 45 CFR 46, the HEW regulations, OPRR is immediately
notified.”’5® Perhaps OPRR was not notified of the clear de-
ficiencies reported by the FDA inspectors because, although
the reviewers noted a failure to conduct annual review of
individual protocols (instead, the IRB reviewed and re-
approved the ‘“‘parent project” which might contain any
number of individual protocols), the FDA classified the re-

d6]d,
471d.

4¢1d. The sanctions recommended by NCI were approved by the
NIH Acting Director on August 11, 1981, (See concurrence signa-
ture on p.4 of the memorandum.)

49Testimony of Charles MacKay, Deputy Director, OPRR, at 14th
meeting of the President’s Commission (Nov. 14, 1981) at 323.

S0 Testimony of the Director, OPRR at the 2nd meeting of the Presi-
dent’s Commission (May 16, 1980) at 82. See also, letter from Dr.
Charles R. McCarthy to Morris B. Abram (May 7, 1980) at 4.
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sults of its inspection as ‘“No Action [is] Indicated.’’s! The
failure of the IRB to review each protocol, however, violates
regulations governing research supported by HHS as well
as FDA’'s own regulations governing research with
investigational new drugs. Moreover, while the FDA inves-
tigation showed that, in the case of the drug reviewed, the
IRB had required modifications in the consent form, the im-
portant changes recommended by the two IRB members
with primary review responsibilities in that case were not
in fact incorporated in the revised form as approved.5?
Finally, the form (also for a Phase 1 drug study) is less than
clear and candid about the likelihood (or lack thereof) of
therapeutic benefit to subjects and contains ‘“‘boilerplate”
language that certain information has been provided, rather
than a full description of the information itself. In the ab-
sence of any summary of the risks, the consent form and the
IRB review process described in the FDA inspection docu-
ments appear not to meet the HHS regulations and the hos-
pital's general assurance, just as was true in the IRB’s han-
dling of the 1978 MTHHF protocol.

It appears, therefore, that neither the FDA nor the NIH
has developed inspection procedures that are sensitive to
significant factors; moreover, communication between FDA
and NIH regarding their site visits is far from adequate. An
additional problem is whether “Phase 1" tests of new can-
cer drugs can be considered ‘‘therapeutic’’ and, if so,
whether they should still be classified as “Phase 1.”

$1FDA Inspection Report, supra note 58, at 1.
52]1d. See, Exhibits la—d, 4c, and 4d.



Correspondence with HHS
Regarding Procedures for F
Responding to Reports of

Misconduct

Date
September 18, 1980

_October 9, 1980

Event
Chairman wrote to Sec'y Harris,
summarizing events at Boston Univ.
and Kansas, and inquiring about HHS
policies and procedures for enforcing
its regulations. Questions related to:
1. how grantee institutions
are expected to implement
and enforce the regulations;
2. definitions of ‘‘material
failure” to comply;
3. standard of proof for a find-
ing of material failure;
4. “due process’” for accused
investigators;
5. policies of HHS re current
grants/contracts and pending
applications of researchers ac-
cused of serious misconduct;
and

6. policies of HHS re disquali-
fication from future grants/
contracts after a finding of
material failure to protect hu-
man subjects—and circum-
stances under which such ac-
tion has been or would be
taken.

HHS issued regs ‘‘to establish a proce-
dure with due process safeguards’ for
debarment and suspension of grantees
and contractors.
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November 18, 1980 Secretary Harris sent partial response,

February 19, 1981

April 15, 1981

May 11, 1981

May 19, 1981

July 10, 1981

August 17, 1981

attaching an Aug. 7 memo from NIH
Director Fredrickson (who indicated
that debarment regulations ‘‘are de-
signed primarily to handle violations
of business management policies .
[but] fradulent research practices pres-
ent a different set of problems"). Sec-
retary Harris promised a fuller re-
sponse after Assistant Secretary for
Health (Richmond) had studied the
problem.

Commission staff asked Director,
OPRR, about the effect of FDA Dis-
qualification (for violations of regs.
governing research with human sub-
jects) on a scientist’s eligibility to re-
ceive NIHHADAMHA grants and con-
tracts.

Secretary Schweiker responded to
Chairman’s letter of Sept. 18 by an-
swering most questions with ““that de-
pends upon the facts of a particular
case’’ and by referring to the debar-
ment regulations.

Chairman asked Secretary Schweiker
for a meeting to discuss issues not ful-
ly resolved by his April 15th response.
Director, OPRR, responded to staff in-
quiry that FDA disqualification would
not be grounds per se for NIH debar-
ment but would be taken into account
if the scientist submitted an applica-
tion for NIH/ADAMHA support.

Staff asked NIH Legal Advisor and Di-
rector, OPRR, to discuss at September
meeting of Commission the role of the
IRB in responding to reports of mis-
conduct; also, to explain NIH proce-
dures for responding to such reports.
They agreed to do so.

Staff memo to NIH Legal Advisor and
Director, OPRR set forth questions to
address at Sept. meeting:
1. the role of the IRB in
‘“‘continuing review’’ of re-
search; '
2. the role of the IRB in report-
ing incidents of non-
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August 24, 1981

September 1, 1981

September 4, 1981

September 4, 1981

October 28, 1981

November 5, 1981

November 14, 1981

compliance to HHS; and

3. the role of offices at NIH
(general counsel, OPRR, Divi-
sion of Management Survey
and Review, Associate Direc-
tor for Extramural Programs)
in responding to reports of
misconduct—and the condi-
tions under which debarment
proceedings can or would be
triggered.

Secretary Schweiker responded to
Chairman that since several investiga-
tions of fraud and misconduct are in
process, it would not be appropriate to
meet with him “at this time." Howev-
er, Dr. McCarthy will continue to as-
sist the Commission.

Dr. McCarthy wrote that the Secre-
tary’s August 24 letter reminds him “it
is not appropriate to appear before the
Commission’® until investigations
have been completed—and declines to
make a presentation at the September
meeting.

Staff writes Dr. McCarthy explaining
(again) that our questions have to do
with process, not the substance of on-
going investigations.

Dr. McCarthy responds that he would
be pleased to respond to our questions
in writing.

The Secretary agrees to a meeting with
Commission Chairman.

Staff writes Dr. McCarthy, urging that
he submit his responses as soon as
possible, since the Biennial Report (al-
ready in draft form) must be submitted
to Congress by the end of the year.

Dr. McCarthy delivers a response (dat-
ed November 10) in which he again
declines to answer the questions
posed, since the Secretary has agreed
to a meeting with the Commission
Chairman and staff.
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President’s Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavioral Research

2000 K Street, NW., Suite 555, Washington, DC 20006 (202) 653-8051

September 18, 1980

Honorable Patricia Roberts Harris
Secretary

Department of Health and Human
Resources

Washington, D.C. 20201

Dear Secretary Harris:

I am writing on behalf of the President's Commission to request
information pursuant to Title XVII, Sections 1802(c) and 1803(d) (1)
of the Public Health Service Act, regarding reported incidents in which
HHS grantees appear to have violated existing regulations for the
protection of human subjects (45 CFR 46). If correct, these reports

raise serious concernms particularly with respect to implementation of
the Department's rules.

A. Boston University

The first incident involves alleged violations of HHS require-
ments for IRB review and informed consent, as well as falsification of
research data, that occurred in the Boston University research unit
(headed by Dr. Marc H. Straus) conducting studies supported by the National
Cancer Institute. We understand from Dr, Charles McCarthy, Director of
the Office for Protection from Research Risks (NIH), that several
investigations into this incident are in process within the Department.

We would like to receive copies of any and all reports on this matter

that are submitted to you, and be notified of any Departmental action
taken.

In addition, we are particularly interested in learning the
reasons underlying the decision by officials of the Cancer Institute not
to share their information about the allegations with the review groups,
both within the Department and at the university, that subsequently
approved awards of further research funds to the principal investigator
involved. We recognize that no proof of direct complicity in the scheme
by the principal investigator has been made; nevertheless, since he
is responsible for research performed under his direction, and since
published accounts report that the abuses have been acknowledged, the

case seems clearly to fall within the situation contemplated by the
applicable regulations:
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In evaluating applications or proposals for
support of activities covered by this parrc,

the Secretary may take into account, in

addition to all other eligibility requirements
and program criteria such factors as: ... (2) whether
the applicant or offeror or the person who would
direct the scientific and technical aspects of
an activity has in the judgment of the Secretary
failed materially to discharge his, her, or its
responsibility for the protection of the rights
and welfare of subjects in his, her, or its

care (whether or not DHEW funds were involved),
and (3) whether, where past deficiencies have
existed in discharging such respomsibility,
adequate steps have in the judgment of the
Secretary been taken to eliminate these
deficiencies. (45 CFR §46.121(b))

The Commission views falsification of patients' medical records
for research purposes as a serious matter. Such falsification has the
potential for causing inaccurate evaluations of a patient's condition
and consequent errors in treatment. Palse data also put all subjects
in a research project at risk to the extent that decisions regarding
continuation or cessation of a clinical trail, and subsequent conclusions
regarding preferred treatment, will be based upon incorrect data. The
Commission is considering whether an institutuion's IRB and the
Department's own review groups should have an opportunity to take into
account allegations, admissions, or proof of material failures tg
protect human subjects when these groups are deciding about the
continuation of research activities or the awarding of further funds
to the principal investigator or the research unit involved.

B. University of Kansas

The second incident which has come to our attention involves
a study at the University of Kansas in which an anthropologist appears to
have diverted federal funds from approved projects te support research
that was neither reviewed nor approved by the IRB. The research involved
performance of venipunctures and genetic counseling by anthropologists
and students with no formal training in either activity. Questions have
been raised, as well, about the consent procedures that were used. This
{ncident is also under investigation by your Department. We understand
from Dr. McCarthy's office that a report by the Inspector General regarding
the prineipal investigator's funds has been forwarded to you and that
OPRR is now in a position to investigate those aspects of the case that
involve possible violations of 45 CFR 46. Again, please send us copies

of any and all reports you receive on this matter and notify us of any
action taken.

These two incidents raise questions regarding the relationship
between the Department, the grantee institutions, and primncipal
investigators about which the Commission would be interested in
learning your current policy:
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1. What does the Department intend by the following statement?

Safeguarding the rights and welfare of subjects at risk

in activities supported under grants and contracts from DHEW
is primarily the responsibility of the institution which
receives or is accountable to DHEW for the funds awarded for
the support of the activity. (45CFR §46.103(e))

2. How are the institutions expected to insure that all research
is reviewed as required and conducted in a manner that conforms to the
approved protocol? What action is an institution expected to take if an
investigator fails to comply with either HHS or institutyional rules?

3. What constitutes "material failure" to protect human subjects
by:

a) the institution?
b) the principal investigator?

4, What standard of proof does the Department require for a finding
of such material failure?

5. What is considered "due process” necessary to protect the rights

of an investigator alleged to have failed to protect human subjects for
whom he or she is responsible?

6. During the period when allegations of wrongdoing are being
investigated and resolved, what steps are taken by the Department to
insure the protection of human subjects in ongolng research conducted
under the direction of that investigator and in research for which the
investigator has pending or subsequently submitted applicacions?

7. What determines the response of HHS after a finding of material
failure to protect human subjects? Is there a policy regarding
ineligibiliry to receive further research grants or contracts for a certain
period of years? May an investigator or instituteion be disqualified,
permanently or for a period of years, from receiving further research
support from the Department? Under what circumstances, if any, has
such action been taken? Under what circumstances, if any, would the
Department take such action in the future?

Finally, I should 1like to note that the Commission appreciates
the assistance and cooperation we have received from both Dr. Charles
McCarthy and Mr. Richard Riseberg. We look forward to continuing
productive relations with these and other members of your staff.

Sincerely yours,

WM/\)/\__

s B. Abram
Chafrman

cc: Dr. Charles McCarthy, Director, Office for Protection from
Research Risks, NIH

Mr. Richard J. Riseberg, Chief, NIH Branch, Office of General
Counsel
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THE SECRETARY OF HEALTH AND HUMAN SERVICES
WASHINGTON, D.C. 20201

NOV 18 1980

Mr. Morris B. Abram

Chairman

President's Commission for the Study of
Ethical Problems in Medicine and Biomedical
and Behavioral Research

2000 K Street, N.W., Suite 555

Washington, D.C. 20006

Dear Mr. Abram:

Thank you for your September 18 letters regarding the
proposed regulations governing research with human subjects
and requesting information regarding incidents in which HHS
grantees appear to have violated existing regulations for the
protection of human subjects.

I have asked Dr. Richmond to study these issues and report
to me. I will respond to you further after I have reviewed his
report.

In response to your request for reports on the incident at
Boston University, I am enclosing a memorandum I received from
Dr. Fredrickson.

Sincerel ours,

- -
‘t::h- -t./‘JLJI‘\
Patricia Roberts Harris

Enclosure
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MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

SUBJECT:

PUBLIC HEALTH SERVICE

NATIONAL INSTITUTES OF MEALTI

* The Secretary DATE: August 7, 1980
Through: US
ES

Director, NIH

Possible Falsification of Clinical Data at Boston University....
INFORMATION (Secretarial Request, 7/31/80)
I am sending you herewith:

1) a memorandum from the Director, NCI, describing NCI's actions with
regard to continued funding of Dr. Marc Straus; and

2) a background discussion of the limits of NIH procedural safeguards
in coping with rogues in science.

Should you desire to discuss this important matter further, I would be

88 Fndolne

mald S. Fredrickson, M.D.

cc: Dr. Julius B. Richmond
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PUBLIC HEALTH SERVICE

MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

TO

FROM

SUBJECT:

NATIONAL INSTITUTES OF HEALTH

The Secretary DATE: MR 4 o
Through: US

virEE A Do Livehisc.

. Director, National Cancer Institute

Possible Falsification of Clinical Data at Boston University...INFORMATION
(Secretarial Request, 7/31/80)

PURPOSE

To provide background information on the alleged falsification of data,
actions taken and subsequent funds obtained by Dr. Marc Straus.

RECOMMENDED USES OF INFORMATION

Background only.

EXECUTIVE SUMMARY

Report of falsification by Boston University led to removal of clinical
data from NCI-sponsored trial evaluation and dismissal of Dr. Straus.
Dr. Straus was later awarded a grant for studies not involving clinical
trials. Recently the NCI also discovered that Dr. Straus also received
a small amount of money ($4,000) on the grant of another investigator.

FACTS

A series of articles recently appeared in the Boston Globe alleging that
patient records had been altered at Boston University during 1978 and
possibly somewhat earlier. The research group, under the direction of

Dr. Marc Straus, was a member of one of the large cancer clinical cooperative
groups, the Eastern Cooperative Oncology Group ?ECOG}. The attached
chronology of events clearly demonstrates the rapid series of actions

taken by Boston University, ECOG, and the Mational Cancer Institute

(NCI) to protect the patients undergoing treatment and the integrity of

the clinical data (Attachment 1).

Further official action by the NCI occurred recently when it was brought
to our attention by the NIH legal advisor that a possible criminal
violation may have occurred if the data falsification was done for the
purpose of justifying continued grant support under false pretenses. In
view of that possibility, I sent a memorandum on July 3, 1980, to the
Division of Management Survey and Review, NIH, requesting an investigation
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The Secretary

of the case (Attachment 2). That organization has consulted the Office

of the Inspector General, DHHS, which has decided not to investigate the
matter itself, and has, therefore, referred it back to NIH. The investigation
by Ene Division of Management Survey and Review will begin in about a

month.

During the period between the 1978 incidents and the Boston Globe articles,
Dr. Straus had submitted a large program project grant application to

the NCI (1-P01-CA-27719-01). The application, entitled “Application of
Cell Kinetics to Cancer Chemotherapy," included three major components:
(1) human cell kinetics, (2) animal cell kinetics, and (3) clinical
studies. A site visit by twelve experts was held on November 2, 1979,
and the application was then reviewed by a chartered peer review study
section, the NCI Clinical Cancer Program Projects Review Committee,

later in November. This group recommended disapproval of the clinical
studies but recommended approval of the other two components with a ver
good priority score of 174. The application was approved by the National
Cancer Advisory Board (NCAB) in January 1980 and has since been funded.

At the time of NCAB approval, the question of funding this grant was
discussed by senior NCI staff. A decision was made to fund the grant
based on three primary factors: (1) the grant received not just a
fundable but a very good priority score following a detailed review by a
group of experts; (2) the grant, as approved, does not include clinical
therapeutic studies which were the subjects of the falsification charges;
and (3) Dr. Straus has not been convicted or indicted on any charges
related to this incident. In view of the i11-defined status of the
various investigations and the resultant uncertainty regarding individual
blame, I believe the NCI has acted in a proper manner.

It recently came to our attention that Dr. Straus had also received a

small amount of funding (about $4,000) early this year as a participant

on a grant at his current institution, New York Medical College. Dr. Andre
Abitol is the Principal Investigator of this grant (5-R10-CA-18358-05).
This was a continuation grant and, therefore, not subjected to peer

review. We have discovered that the funds have already been disbursed,

and it appears that no action is feasible at this time.

I would be happy to supply any additional information you may desire.
oot (BIVET
Vincent T. DeVita, Jr., M.D.
Attachments
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2)

3)

4)

5)

6)

7)
8)

9)

10)

Chronology of Events Related to Allegations that Research Data

1968

6/17/75

6/78

6/14/78

6/15/78

6/23/78

6/78
9/78

10/24/78

11/22/78

was Falsified at Boston University

Boston University joined the Eastern Cooperative Oncology
Group (ECOG), Principal Investigator - Dr. Robert Schilling.

Or. Marc Straus became Principal Investigator on the Boston
University ECOG grant.

Boston University was informed by Dr. Straus' associates
that ECOG records had been falsified.

Telephone call and mailgram from Dr. Levinsky of Boston
University to Dr. Paul Carbone (Chairman of ECOG) stated
that Dr. Straus had been relieved of his duties as Oncology
Division Chief.

Dr. Carbone forbade Boston University to accrue patients
to ECOG protocols.

ECOG Executive Committee convened and issued a Tetter to
Dr. Levinsky formally notifiying him that Boston University's
participation in ECOG was suspended.

Dr. Straus left Boston University.

Dr. Straus joined the New York Medical Center division at the
Westchester County Medical Center.

Site visit by ECOG representatives (Drs. Hugh Davis, Janet Wolter,
Arnold Mittelman) to Boston University. Site visit team
confirmed that the allegation of altered records was well
documented (altered patient ages and dates of surgery).

However, the site visit team could not determine which

individual or individuals were responsible for record

alterations.

Boston University formally dropped from membership in ECOG.
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: 3 JuL 5
Acting Director =

Division of Management Survey and Review, NIH

Acting Director, NCI
Possible falsification of data at Boston University

You may be aware of a series of newspaper articles appearing this week in
the Boston Globe relating to possible falsification of patient data at
Boston University by a research group headed at the time by Dr. Marc Straus.
I am attaching a chronology of events relating to that incident.

It should be pointed out that a number of actions were taken rapidly after
initial indications of a problem were made known:

1. Boston University's participation in the Eastern Cooperative Oncology
Group (ECOG), one of our large, grant-supported clinical cooperative
groups, was cancelled with our concurrence.

2. A1l of Boston University's data were stricken from ECOG records.
3. The grant to Boston University was cancelled.
4. Dr. Straus and several members of his staff were forced to resign.

The above actions certainly appeared severe. However, several things have
recently happened to lead us to re-examine the issue. There is continued
uncertainty as to the individual(s) responsible for the falsification, and
now the possibility that a violation of criminal statutes may have occurred.
Also, Dr. Straus has recently re-entered the grant system.

I should, therefore, like to request an investigation of the case by your
Division. For your information, we understand that the Massachusetts Board

of Registration and Discipline in Medicine and the Food and Drug Administration
are also investigating the case, and you may wish to communicate with those
organizations.

If there is further information you and your staff need from us, please
let me know. My staff and I will be pleased to cooperate fully with
your investigation.

Vincent T. DeVita, Jr., M.D.

Acting Director

National Cancer Institute
Attachment

cc: Dr. Raub
Mr. Riseberg

SAS/NTD/eb/7/2/80
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MEMORANDUM DEPARTMENT OF MEALTH, EDUCATION, AND WELFARE

PUBLIC HEALTH SERVICE
NATIONAL INSTITUTES GF MEBALTH

TO : The Secretary DATE: August 7, 1980
Through: US
ES

FROM : Director, NIH

SUBJECT: Rogues in Science: the Limitations of Procedural Safeguards...
INFORMATION

PURPOSE

To provide background on and further discussion of the general
issues raised by the alleged falsification of research data by
Dr. Marc Straus at Bozton University.

RECOMMENDED USES OF INFORMATION

Background for consideration of peliey -issues raised by

introduction of derogatory information regarding applicants for
research funding.

EXECUTIVE SUMMARY

Present and proposed procedures for dealing with known or
suspected violations on the part of grantees and contractors do
not fully address issues related to scientifiec performance. NIH
is currently developing improved procedures for dealing with
these matters and plans to solieit the views of advisory body

members regarding the appropriate roles of ageney staff and
advisors.

FACTS

Present Procedures The recent case involving alleged
falsification of research data under an NCI-supported grant at
Boston University raises questions about the roles and
responsibilities of agency officials, individuals and
institutions engaged in Federally-sponsored research. Also at
issue is the role of advisory bodies that, in the case of NIH,
play an important role in selecting projects for funding. While
cases involving fraudulent research practices are extremely rare,
they invariably generate considerable interest because of the
generally high esteem accorded scientists, especially biomedical
scientists. In addition, the nature of the research process and
the relationships involved present special problems in handling
known or suspected abuses.
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The Secretary - Page 2

NIH, like other agencies of the Department, operates under
various policies and regulations governing the eligibility of
individuals and institutions for grants and contracts. Ongoing
grants and contracts may be terminated by the agency for cause
(ineluding failure in a material way to comply with the terms and
conditions of the award). Terminations may be appealed.
Noncompeting continuation grants may be withheld for a variety of
reasons, ranging from unavailability of funds to unsatisfactory
management practices or "failure to perform.”

In the case of contracts, HHS procurement regulations provide for
prospective debarment of potential contractors. Publication of
new Department regulations providing for debarment or suspension
from eligibility for discretionary financial assistance (i.e.,
grants and cooperative agreements) is expected shortly. Grounds
for debarment include: conviction under various eriminal
statutes; violation of statutes, regulations, or other terms and
conditions of previous awards; unsatisfactory performance (or
failure to perform) under prior awards; prior outstanding
debarment; or other causes significantly affecting fiscal
responsibility. Debarment or suspension procedures may be
appealed through an administrative hearing process.

Limitations of Present Procedures The aforementioned procedures
and regulations are based on the widely accepted premise that the
awarding agencies have a responsibility to protect the finaneial
interests of the public, and that actual or potential recipients
of Federal funds are entitled to procedural safeguards and
appeals. More troublesome concerns arise when the actual or
suspected wrongdoing is related to scientifie, rather than
business management, activities.

This distinetion, while important to NIH and the research
community, is not--and perhaps cannot be-~ adequately conveyed by
the language of existing or proposed regulations. While the
phrase "unsatisfactory performance or failure to perform" may
literally be broad enough to encompass vioplations of accepted
research practices, in practical terms it is a weak reed and
troublesome standard on which to base agency decisions. Present
procedures are designed primarily to handle violations of
business management policies (or to adjudicate varying
interpretations of administrative requirements) and they serve
those purposes reasonably well.

Fraudulent research practices present a different set of
problems. In the first place, the process by which such
violations are discovered is quite different. Derogatory
information 1s typically brought to light not by an agency
administrator or auditor, but by an institutional colleague or
through the validation processes built into scientifiec
publications. And while the scientific method is subject to a
general body of ethies, including generally accepted medical
practice, consensus as to the existence and seriousness of
speeifie violations may not be easily attained.
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The Secretary - Page 3

The Boston case is illustrative in this regard (assuming, for
nurposes of discussion, that the allegations are true). Well-
designed elinieal trials normally provide for alternatives to
subjecting patients to unnecessary or burdensome diagnostic
procedures in order to satisfy the requirements of the protoecol.
Thus, although no individuals are known to have been harmed by
such procedures, there appears to have been no justifiecation for
performing them. On the other hand, altering birth dates or the
dates of surgical procedures would have no effect on the patients
and might not have materially affected the cutcome of the

atudy. Nonetheless, even though many would agree that no
individual was harmed by the latter actions, such falsifications
vioclate the commonly accepted norms of the research community and
may lead to experimental conclusions of doubtful validity.

In this case the Eastern Cooperative Oncology Group acted quickly
to purge Boston University's data from the study, and
subsequently dropped the institution from membership. The
investigator subsequently resigned under duress, and NCI
terminated the grant. Since it now appears that someone (or a
group) may have been guilty of fraud, NIH has recently initiated
an investigation. (It is of some interest that a recent audit of
a similar case has resulted in no significant findings of
improper management practices). The prinecipal investigator has
subsequently taken a position at another institution, and that
institution was recently awarded a grant by the National Cancer
Institute, for which he is the prineipal investigator(P.I.). It
should be noted that at the time the new grant application was
reviewed, there was no indictment or other serious accusation
against the investigator. The application included strong
proposals in the laboratory area, but no clinical studies were
approved (for reasons unrelated to the Boston incident).

The question arises--what, if any, role should allegations of
misconduct play in consideration of grant applications and
contract proposals, and how should that information be introduced
into the review process? Traditionally, the peer review process
has inecluded an evaluation of the qualifications and past
performance of the applicant investigator as a key factor in the
assessment of scientific merit. Implieit in (and essential to)
this review, however, is a measure of objectivity and consensus
about the faets concering alleged misconduct, as well as
appropriate concern for due process and the presumption of
innocence until guilt is established. In this and similar cases,
it would be extraocrdinarily difficult for reviewers to reconcile
the facts as they appear to have occurred with a PI'a assertion
of innocence and his otherwise excellent performanee as an
investigator. And the advisory councils and boards, while
technically responsible for advising on the policy aspects of
particular awards, are in no better position than initial review
groups to judge the facts of particular cases.
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The Secretary - Page 4

There is no escaping the conclusion that the responsibility for
dealing with such issues rests squarely on the agency officials--
a fact that causes considerable discomfort to all players in this
drama. In general, acientists--including those who manage
Federal research programs--are not at home in the
legal/regulatory milieu. On the business management side,
complaints and viclations are rooted, for the most part, in the
peor fit between legal and accounting requirements and the
academic research environment. Despite continuing and often
vociferous debate on specifics, the research community is
generally willing to concede that the agencies dispensing the
funds have the right to exact certain requirements in their
expenditure and accounting. Where the substance of science is
involved, however, a more strongly held bias against
administrative intervention comes into play.

Proposed Additional Steps Although it i3 difficult to develop
hard-and-fast rules to deal with these types of situations, NIH
has long recognized that some sort of tracking system for
potential problem cases is desirable. In general, NIH seience
administrators have felt that decisions that might adversely
affect the applicant should not be made too early in the review
process, and that derogatory information should be handled on a
"need to know" basis. Internal guidelines have recently been
developed to introduce a greater degree of uniformity and
formality into this procesa. The new procedures would apply to
institutions, organizations, and principal investigators under
investigation by the NIH Division of Management Survey and
Review, or other government investigative staff. To avoid
possible confusion, publication of this directive is being
delayed pending release of the grant debarment regulations.

Briefly, the memorandum establishes procedures for alerting
responsible BID officials that an applicant for an NIH grant or
contract is under investigation. Initial review group members
will not be notified of alleged violations or pending
investigations; they will be provided with factual information
resulting from completed investigations only if the information
bears directly on the scilentific merit of an application or
proposal under review. National Advisory Council or Board
members, because of their broader advisory reaponasibilities, are
to be made aware of the existence and current status of

investigations bearing on applications or proposals before the
Council or Board.

NIH hopes that these preccedures, together with the new debarment
procedures, will provide a firmer basis for consistent and fair
handling of problem cases. NIH staff strongly feel, however,
that implementation of new and existing procedures must be shaped
by sensitivity to the views of the scientific community as a
whole, as well as the special voncerns of those responsible for
project review, To that end, it is planned to discuss these
issues with the Advisory Councils and Boards, and with a
representative group of sclentific review group chairmen,

beginning this fall.

Donald 5. Fredrickson, M.D.
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President’s Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavorial Research

MEMORANDUM

To: Director, OPRR/NIH Dats: February 19, 1981

From: Deputy Director

Subject Debarmant of Nathan Kline

Attached is the article I mentioned to you, the other day,
describing FDA's debarment of Nathan Kline from further drug testing.
Since a number of the charges (apparently substantiated) had to do with
violation of rules for the protection of human subjects, this would
seem to be a case that might result in debarment from NIH grants
and contracts under Section 76.10 of your new regulatioms on that
subject.

After you have had a chance to familiarize yourself with the facts
of the case, I would appreciate learning whether any action will be taken
with respect to Dr. Kline's eligibility to receive PHS grants or
contracts. (Does he have any current funding from NIH or ADAMHA?)

I would also be interested in learning why FDA did not notify your office
of the debarment. Does its current policy of alerting your office to

problems it uncovers apply only to IRB's and not to individual investi-
gators?

Finally, I note that the causes for debarment under Sectiom 76.10
apply only to "serious violation of the applicable statutes, regulations,
or other terms and conditions of a previous award of financial assistance"
[para(a)] or to "Debarment from Government contracting, subcontracting,
or financial assistance by a Govermment agency (including an agency within
m)“ Ipu.n(t)|. Debarment from activities under federal regulation
(e.g., by FDA) is not specifically identified as a cause for debarment
from EHS grants and contracts. Do you know whether the regulations will

be interpreted as encompassing debarment by FDA as a cause for debarment
under Sectiom 76.107

I am sending a copy of this memorandum to Dick Riseberg under the

assumption that your response will be prepared after consultation with
General Counsel.

730t aire

Barbara Mishkin
Enclosure

cc: Mr. Riseberg
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THE SECRETARY OF HEALTH AND HUMAN SERVICES
WASHINGTON, D.C. 20201

APR | 5 98]

Mr. Morris B. Abram

Chairman, President's Commission for the
Study of Ethical Problems in Medicine
and Biomedical and Behavioral Research

2000 K Street, N.W., Suite 555

Washington, D.C. 20006

Dear Mr. Abram:

In a letter dated November 18, 1980, former Secretary
Harris acknowledged two letters dated September 18, 1980,
which you wrote on behalf of the President's Commission. It
is my understanding that staff in the Office of the
Secretary had contacted the Commission on this matter. This
letter confirms these contacts.

One of your letters included suggestions regarding the
final regqulations for the protection of human subjects
involved in research. I have enclosed (Tab A) a copy of
final regulations (45 CFR 46) which were promulgated in the
Federal Register on January 26, 1981. We believe these
satisfy the major concerns expressed in your letter.

Your other letter requests information concerning
reported incidents in which grantees of the Department of
Health and Human Services (HHS) appear to have violated
existing regulations for the protection of human subjects in
two specific cases: (1) by a Boston University research
unit headed by Dr. Marc H. Straus; and (2) by an
anthropologist at the University of Kansas.

My predecessor directed Dr. Fredrickson, Director,
National Institutes of Health (NIH), to carry out rigorous
investigations of each of these serious charges. The NIH
Division of Management Survey and Review and the Office for
Protection from Research Risks are working together on these
cases. Both investigations are well advanced.

The investigation of the Boston University research
requires careful evaluation of hundreds of patient records,
laboratory reports, IRB minutes, protocol reviews, and
interviews with University administrators, IRB members, Dr.
Straus and members of his research unit (who are now located
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in several institutions), National Cancer Institute
officials, and other interested parties. A careful
assessment of all of this information will require several
months. You will understand that it would be inappropriate
to discuss details of this investigation before it has been
completed. We will forward a full report to your Commission
at the earliest possible date.

The investigation at the University of Kansas involves
incidents that occurred both within the University--
including University officials, the investigator in
question, his assistants, and the IRB chairman and
members--and incidents that occurred in Central America.
This investigation is nearer completion than the one
described above. Nevertheless, the facts in the case must
be checked carefully and evaluated before a final report is
issued. A full report will be forwarded to you at the
earliest possible date.

You raised seven specific questions concerning
procedures for implementing the Department's regulations for
the protection of human research subjects. Responses to
these questions are found at Tab B. Supplementary material
related to the questions in your letter is found at Tab C.

In closing, I wish you well in your efforts to carry out
the important studies assigned in your mandate.

Sincerely,
Richard S. Schweiker
Secretary
Enclosures
(TAB A CONTAINED THE REVISED REGULATIONS GOVERNING RESEARCH
WITH HUMAN SUBJECTS, PUBLISHED JANUARY 26, 1981. THEY ARE

REPRINTED IN FULL AT APPENDIX A OF THIS REPORT.)
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Tab B

Question 1: '"What does the Department intend by the following statement:
'Safeguarding the rights and welfare of subjects at risk in activities
supported under grants and contracts from DHEW is primarily the responsi-
bility of the institution which receives or is accountable to DHEW for the
funds awarded for the support of the activity (45 CFR §46.103(3)).'"

Response: As you know, the regulations in which the quoted statement
appears have recently been revised. However, the statement was intended
generally to encompass at least the following:

(a) Institutions which carry out the described activities must provide
the Department with an assurance of compliance with 45 CFR 46 which commits
them to (1) adopting a statement of principles which will govern the insti-
tution in the discharge of its responsibilities for protecting the rights
and welfare of human research subjects; (2) providing for review and approval
of research covered by the regulations by a properly constituted IRB; (3) set-
ting forth a plan of procedures which the institution and IRB will follow in
its initial and continuing review of proposals and activities covered by
45 CFR 46; (4) developing procedures which the IRB will follow in providing
advice-and counsel concerning the Board's activities, insuring prompt reporting
to the Board of changes in an activity and unanticipated problems involving
risk to subjects or to others, and insuring reporting of such problems to HHS;
and (5) developing procedures which the institution will follow to maintain an
active and effective Board.

(b) Institutions must accept primary responsibility for complying
with federal, state and local laws pertaining to research involving human
subjects.

(¢) Institutions are responsible for the conduct of investigators
involving human subjects when such investigators are acting on behalf of
the institution.

(d) Institutions are responsible--through the agency of IRBs--for
determining that the risk/benefit ratio is favorable in all research
carried out under the regulatioms.

(e) Institutions are responsible for obtaining legally effective
informed consent from subjects, or legally authorized representatives
in the case of minors or incompetents, whenever required to do so by
the regulations.

Question 2: '"How are the institutions expected to insure that all research
is reviewed as required and conducted in a manner that conforms to the
approved protocol? What action is an institution expected to take if an
investigator fails to comply with either HHS or institutional rules?"

Response: Institutions are expected to promulgate policy requirements
and to insure that all affected personnel are acquainted with them.
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The policy requirements are set down in the plan set forth in the assurance
of compliance on file with the Department. The plan must include all of
the elements itemized under Question 1. The institution is expected to
take whatever action is appropriate if an investigator fails to comply
with HHS or institutional rules.

Question 3: '"What constitutes 'material failure' to protect human subjects
by: (a) the institution? (b) the principal investigator?"

Response: This depends on a multiplicity of factors and must be left to

the discretion of the Secretary based upon the facts in each particular
case. The Secretary, HHS, shall determine in each instance what constitutes
"material failure." Examples of what may constitute material failure

are: failure to provide for IRB review of research subject to 45 CFR 46;
failure to insure a favorable risk/benefit ratio; failure to obtain legally
effective informed consent where required.

NOTE: GQuestions ¢ through 7 deal primarily with the formal procedures for
handling violations of Department requirements. FEnclosed at Tab C are
copies of Department regulations concerning these matters (45 CFR §§74.110-
74.116; 45 CFR 16; 45 CFR 76; and 42 CFR 50D).

Question 4: "What standard of proof does the Department require for a find-
ing of such material failure?"

Response: This also depends on a variety of factors and is based upon the
facts of each case. In reaching a decision, in the human subjects'
context, the Secretary would take into consideration the principles
described in 45 CFR 46.

Question 5: "What is considered 'due process' necessary to protect the
rights of an investigator alleged to have failed to protect human subjects
for whom he or she is responsible?"

Response: If an HHS agency decides to terminate a grant for material
failure to comply with the terms and conditions of an award, the grantee
has the right to appeal that decision through the Department's grant
appeals process. In circumstances when the Secretary seeks to debar

an institution or individual or believes that grounds for debarment exist,
procedures for written notification, request for hearing and review by
the Secretary are set forth in 45 CFR §§76.14, 76.15 and 76.22.

Question 6: '"During the period when allegations of wrongdoing are being
investigated and resolved, what steps are taken by the Department to insure
the protection of human subjects in ongoing research conducted under the
direction of that investigator and in research for which the investigator
has a pending or subsequently submitted application?"
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Response: TIn addition to specific restrictions cited at 45 CFR §§76.16
and 76.23 concerning debarment and suspension, the Secretary may require
that Department funding for any project be terminated or suspended based .
the circumstances of the particular case (45 CFR §74.115). Where appli-
cations for funding are pending, the Secretary may take into account
factors such as whether the applicant has been subject to a termination o
suspension and whether the applicant has materially failed to discharge
responsibility for the protection of the rights and welfare of human subj
(45 CFR §46.123).

Question 7: "What determines the response of HHS after a finding of
material failure to protect human subjects? Is there a poliecy regarding
ineligibility to receive further research grants or contracts for a
certain period of years? May an investigator or institution be dis-
qualified, permanently or for a period of years, from receiving further
research support from the Department? Under what circumstances, if anv,
has such action been taken? Under what circumstances, if any, would

the Department take such action in the future?"

Response: The determination is left to the discretion of the Secretarv
based on the findings in the particular case. Ineligibility to receive
further funding is based on all the circumstances (including any mitigati
facts) of the particular case and the restrictions as determined by the
Secretary. Final regulations concerning debarment from eligibility for
financial assistance were published in the Federal Register on October 9,
1980. There were no instances of debarment prior to that date, although
regulations governing debarment from contract eligibility were published
in 1972 (41 CFR Subparts 1-1.6, 3-1.6). The bases for contract debarmen!
are largely similar to those set forth in the financial assistance debar-
ment regulations.

(ADDITIONAL ENCLOSURES CONTAINED HHS RULES FOR DEBARMENT AND
SUSPENSION OF GRANTEES AND CONTRACTORS, TERMINATION OF AWARDS,
AND APPEALS OF SUCH ACTIONS. THESE REGULATIONS ARE REPRINTED

AT APPENDIX G OF THIS REPORT.)
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President’s Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavioral Research

2000 K Street, N.W., Suite 555, Washington, DC 20006 (202) 653-8051

May 11, 1981

The Honorable Richard S. Schweiker
Secretary

Department of Health and Human Services
Washington, D.C. 20201

Dear Mr. Schweiker:

Thank you for your lecter of April 15, 1981, responding to
certain inquiries posed by this Commission last September to your
predecessor, Patricia Roberts Harris. As you know, questions
about your Department's standards and policies for dealing with
reports of research fraud and abuse are an important part of the
Commission's mandate (P.L. 95-622); we are required to report to
the President and the Congress by December of this year on the
adequacy of the implementatiom of all rules governing research
with human subjects.

The Commission discussed the Department's response at our May 9
meeting and found that a number of matters of importance were not
resolved by the April 15 letter. Rather than engage in further
exchange of correspondence, I request on the Commission's behalf
that you meet with our Director and staff members in the next
several weeks. The Commission will be discussing these maccters at
its next meeting (June 5, in Boston). At that time we will receive
testimony relacing to the federal and institutional response to
reports of falsification of data in research supportéd by the National
Cancer Institute at Boston University. We wish to have the necessary
clarificacions of Departmental policy prior to that meeting. Someone
from our office will be calling within the next week to arrange an
appointment. If your schedule does not permit you to meet personally

with our staff, I hope you will arrange for someone in your immediate
office to do so.

We appreciate your assistance in assuring prompt actention to
this matter.

Sincerely youra,

Morris B. Abram
Chairman
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National Institutes of Health
May 19, 1981 Bethesda, Maryland 20205

Ms. Barbara Mishkin, Deputy Director
President's Commission for the Study
of Ethical Problems in Medicine and
Biomedical and Behavioral Research
2000 K Street, NW - Suite 555
Washington, D.C. 20006

Dear Barbara:

This is in response to your letter of February 19 which, as you know,
was lost for a period of time. Thank you for sending a duplicate copy.

Your first gquestion deals with notification to the Office for Protection
from Research Risks (OPRR) by the Food and Drug Administration (FDA) of
the disgualification of Dr. Nathan Kline. It is customary for the FDA
to notify NIH of the names of persons disqualified by the FDA. When we
discussed this matter on the telephone, OPRR had not received official
notification of Dr. Kline's disqualification. Shortly thereafter we did
receive notification from FDA.

Upon receipt of the information from FDA we checked the Division of
Research Grants' grant and contract file (IMPAC) to see whether Dr. Kline
is currently receiving, or applying for, any research support from the
NIH/Alcohol, Drug Abuse, and Mental Health Administration. Our check
indicates that he is not receiving any funds for research, and that he
has no pending applications or proposals.

Accordingly we entered Dr. Kline's name .in the "Awaiting Receipt of
Application" (ARA) alert system. In the event that Dr. Kline should
apply for funds from NIH or ADAMHA, the Associate Director for Extramural
Research and Training, OPRR, Division of Management Survey and Review,
and the appropriate Bureau/Institute/Division Director will be notified.

As part of the implementing procedures following publication of 45 CFR 46
on January 26, 1981, we are negotiating a memorandum of understanding
with the FDA to formalize the customary procedures already in place.
Finally you ask whether debarment by FDA will be interpreted as a cause
for debarment under Sec. 76.10 of the HHS regulations. The answer to
that guestion is that if an individual who has been disgualified by FDa
should apply for funding, the reasons for the FDA's action will be taken
into consideration, along with all other pertinent information, in
deciding whether to initiate debarment proceedings under 45 CFR 76.

This letter has been reviewed by the NIH legal advisor.

Yours sincerely,

Charles R. McCarthy, Ph.D.

Director, Office for Protection
from Research Risks

Office of the Director
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President's Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavioral Research

Suite 655, 2000 K Street, N.W., Weshington, DC 20006 (202) 653-8051

TO: Chief, NIH Branch DATE: August 17, 1981
Office of Gemeral Counsel
HHS
Director

Office for Protection from
Research Risks
NIH

FROM: Deputy Director

SUBJECT: September Meeting of the
President's Commission

The agenda in the attached meeting book reflects my conversation
with you at Airlie House, in July, in which you indicated a willingness
to discuss various aspects of implementation of 45 CFR 46 at the
September meeting of the Commission. I hope that you will speak briefly

(approximately 15 minutes for your combined remarks) on the following
topies:

1. The Role of the IRB in "continuing Review'" of ongoing research
as required by Sections 46.103(b)(4) and 46.109(e):
[

a. Are IRBs expected to do more than receive and review
periodic reports (usually, annual reports) of ongoing
research?

b. If so, what form should their continuing review take?

2 The Role of the IRB in reporting incidents of serious or
continuing noncompliance as required by Section 46.108(c):

a. In formulating the reporting requirement, did the
Department contemplate that IRBs would act independently
of other committees or offices within their institution?

b. What should happen if the IRB and a departmental or
administrative office within a grantee institution differ
as to whether an incident should be reported?

Ci Do directions for negotiating general assurances under the
revised regulations offer any guidance on this point?
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3. Implementation of the Debarment Regulations (45 CFR 76):

a.

What are the roles and responsibilities of the various
offices at NIH (e.g., OPRR, General Counsel, Associate
Director for Extramural Research and Training, etc.)
with respect to decisions to initiate debarment
proceedings?

Who has final authority with respect to such decisions?

May suspension of funds or similiar sanctions be imposed
without invoking the debarment process?

If alternative procedures are available, by whom, and
according to what standards, are choices made as to
which procedure to follow in a particular case?

At what point in consideration of debarment will a subject
of investigation be formally notified so that he or she
may request a hearing under section 76.14(b)?

What factors will be considered in deciding when that
point has been reached? Who will make the determination?

May a grantee institution or principal investigator, who

is the subject of an investigation regarding alleged
misconduct, request that debarment proceedings be initiated
in order to invoke the hearing provisions?

We hope that you will feel free to discuss any additional factors rele-
vant to our deliberations on the implementation of HHS regulations for the
protection of human subjects. Please don't hesitate to call if you have
any questions, of either substance or procedure, regarding the September

meeting.

In order to enhance your thinking on the orgamization and structure
of IRBs, I am enclosing a clipping from Current Contents on that subject.

enclosure

Jdatbara_
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THE SECRETARY OF HEALTH AND HUMAN SERVICES
WASHINGTON, D.C. 20201

AUG 2 4 (98!

Mr. Morris B, Abram

Chairman

President's Commission for the Study
of Ethical Problems in Medicine and
Biomedical and Behavioral Research

2000 K Street, N.W.

Suite 555

Washington, D.C. 20006

Dear Mr. Abram:

This is in response to your letter of May 11 concerning the Department of
Health and Human Services (HHS) policies and procedures for responding to
allegations of research fraud and abuse. As you noted in your letter, I have
already answered seven detailed questions put to me by the Commission. My
letter dated April 15 cited a variety of regulations and policies that guide
the Department in its efforts to respond to allegations of misconduct by
institutions or individuals.

In general, the rules are designed to provide safeguards for the rights
of the public, the rights of human research subjects, the rights of the
accused and the rights of accusers., Sometimes these rights appear to be in
conflict. In such cases, room must be left for the exercise of judicious
balancing of the competing interest.

Several investigations of alleged fraud or abuse are currently underway
within the Department. As we proceed with these investigations, we are not
only making efforts to correctly interpret and enforce existing rules and
policies, but to evaluate and improve the processes by which unfortunate
situations of this kind can be brought to resolution.

Since these investigations are underway, it is not appropriate for me to
meet with you at this time. Following completion of the investigations and
approval of recommendations emanating therefrom, we will inform you of them.
At that time, a meeting would be useful,

In the meantime, Dr. Charles R. McCarthy, HHS liaison to the Commission,
will continue to assist you in your assessments and I will follow your
progress through his reports to me,

Sincerely,
Richard S. Schweiker
Secretary
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

PUBLIC HEALTH SERVICE
NATIONAL INSTITUTES OF HEALTH
BETHESDA. MARYLAND 20205

September 1, 1981

Ms. Barbara Mishkin, Deputy Director
President's Camnission for the Study
of Ethical Problems in Medicine and
Biamedical and Behavioral Research
2000 K Street, NW Suite 555
Washington, D.C. 20006

Dear Barbara:

This is in response to your memorandum of August 17 concerning your
request for cambined remarks by Mr. Riseberg and me at the Cammission's
September meeting in Los Angeles. We have reviewed the topics that you
outlined for our presentation and realize that they are similar to those
addressed in letters fram Secretary Schweiker dated April 15 and August
24, We feel that there is very little that we can add to what the
Secretary has already presented to the Camission. Furthermore, the
Secretary stated that it is "inappropriate" for him to discuss on-going
investigations until they have been completed and recommendations fram
them have been approved. The Secretary's statement on this matter
serves as a reminder for us that it is not appropriate to appear before
the Camission in the context of discussion of these investigations. We
have discussed this matter with senior officials in the Department who
concur in this judgment.

Accordingly, we respectfully decline your invitation to make a presen—
tation to the Commission in Los Angeles. However, we will be present to
take note of all the Commission's deliberations.

Yours sincerely,

R. McCarthy, Ph.D.

Director, Office for Protection
fram Research Risks

Office of the Director
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President’s Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavioral Research

Suite 655, 2000 K Street, N.W,, Washington, DC 20006 (202) 653-8051

September 4, 1981

Dr. Charles R. McCarthy

Director

Office for Protection from
Research Risks

Westwood Building, Room 3A-18

National Institutes of Health

Bethesda, Maryland 20205

Dear Charlie:

Your letcer of September 1 to Barbara Mishkin leaves me somewhat
preplexed about how to proceed in preparing our first Biemnial Report
to Congress on the implementation of the federal regulations for the
protection of human subjects. The first inkling that we had that you would
be unable to fulfill the planned appearance which Barbara Mishkin first
discussed with you at our meeting in July was when we called you yesterday
to discuss the testimony and to suggest that you might wish to focus onm
a very recently completed investigation as a way of reviewing the procedural
steps without compromising an ongoing investigatiom.

What is troubling is not merely the small disruption in the agenda
for our Los Angeles meeting but rather: first, the apparent misunderstanding
tlat exists between yourself, other officials in the Department, and our-
selves, and second, the obstacles that now threaten to make difficult the
timely completion of the Biemnial Report.

Secretary Schweiker's August 24, 1981, letter quite plainly states
that it was "not appropriate for me [Secretary Schweiker] to meet with
you at this time." We understand the basis for his reluctance to meet
as arising because he had interpreted our request as focusing on particular
investigations first mentioned in our letter of September 18, 1980, to
Secretary Harris. While we believe there are a number of matters of policy
that it would be fruitful to discuss with the Secretary, it is understandable
that he wishes to comserve his time and not risk in any way prejudicing
those investigations which are still omgoing. On the other hand, the August
24 letter also declares that Dr. Charles R. McCarthy "will continue to assist
you in your assessments." I am therefore baffled by the interpretation inm
your letter of September 1 that no ome in the Department may communicate
formally with the Commission on any matter while any investigatioms are
ongoing or incomplete. We are simply asking for your assistance in under-
standing the intent of the Department's regulations for the protection of
human subjects and the Department's interpretation of the applicability of
its regulations to certain kinds of situations. We are not asking for

any progress reports or preliminary judgments relating to any ongoing or
contemplated investigations.

Without your assistance the Commission will be left to report om
regulations requiring "ongoing review and reporting" by IRBs, regulatioms
which the IRBs themselves apparently have difficulty in interpreting. If
IRBs do not understand what is intended, they will be unable to fulfill
their responsibilities. Further, this Commission cannot assess how all the
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regulations are being implemented until we understand what the Department
intends by them. If we are unable to obtain such an understanding, I'm
afraid we shall have to report as much to Congress.

Looking specifically at the questions conveyed to you and Mr. Riseberg
by Barbara Mishkin's memorandum of August 17, 1981, I do not see any that
ought to raise concern for involvement of ongoing investigatioms. The first
set of questioms relate to "continuing review" of research projects; the
second set concern the responsibility of an IRB in reporting incidents of
noncompliance with federal regulations; and the third set relates to the
implementation of the new HHS debarment regulations. Nome of these stray
beyond questions of process and procedure into a request for details con-
cerning any ongoing investigation. That being so, I do not understand how
the Department’'s investigations might be compromised by your explanations
of the process by which such regulations are applied--a process which you can
illustrate, as required, by reference to already completed investigatioms
such as the one mentioned recemntly in the Blue Sheet. It is true that the
detail with which Barbara put the questions may sound somewhat like a formal
interrogatory; however, as we have explained to you, the intent was to
provide you with ample opportunity to consult widely within the Department
in preparing wour answers and to obtain whatever clearance might be necessary
so that you would not be surprised with a series of questions at the time of
the meeting which you might justifiably prefer not to answer on the record
without time for reflection and comsultatiom.

The second major reason for my concern mentioned at the outset is that
the timing of our report, as you know, is such that it will require full
Commission discussion no later than November. From your description of the
work of the OPRR on the present investigatiomns, reports will not be completed
until sometime in October. Further, you would anticipate that it would be
several months before the reports have been finally passed upom by your
superiors in the Department. If your interpretation of Secretary Schweiker's
letter is correct—i.e., that we cannot expect any discussion by you or
others even concerning process and procedure while these investigations are
ongoing—we are effectively precluded from any interactiom with the Department
on this subject in time to be reflected in our first Biennial Report this fall.
Furthermore, there is real danger of infinite delay, since there is always
a possibility of some ongoing investigatiom of research misconduct, which
could then stand in the way of communicatiom between the Commission and HEHS.

I hope, therefore, that it will be possible to clear up this apparent
misunderstanding, boch as it relates to your testifying at the meeting in
Los Angeles, and, more importantly, as it relates to the assistance which
you are able to provide the Commission in fulfilling its statutory respomsi-
biliries. We appreciate the help you have provided throughout the life of

the Commission and look forward to working with you on the same basis for
the remainder of our existence.

Sincerely,

Alexander M. Capron
Executive Director

cc: The Honovable Richard S. Schweiker
Richard Riseberg, Esq.
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National Institutes of Health
September 4, 1981 Bethesda, Maryland 20205

Mr. Alexander M. Capron

Executive Director

President's Cammission for the Study
of Ethical Prablems in Medicine and
Biamedical and Behavioral Research

2000 K Street, NW Suite 555

Washington, D.C. 20006

Dear Alex:

Your letter of Septamber 4 was delivered to me this afternoon. Since the
time remaining before the Cammission's meeting is short, I hasten to
respond so that you can make your plans accordingly.

First, let me reiterate that I did not say and did not intend to convey
the understanding that "no one in the Department may communicate formally
with the Cammission on any matter while any investigations are ongoing

or incamplete.” However, since I am directly involved in the conduct of
ongoing investigations, I did say that it is "not appropriate to appear
before the Comission in the context of discussion of these investigations.'
Since the questions you wished Mr. Riseberg and myself to discuss relate
to evolving Departmental policies, I indicated to you in a subsequent
telephone call that we would be pleased to respond to the Camnission in
writing providing we can obtain proper clearances within the Department.
We continue to be prepared to do so, if you are willing to have us respond
in that way.

We stand ready to cooperate with the Comission in every way that we can.

However, if you wish us to make statements concerning developing policies
of the Department, we must have an opportunity to clear these statements

with all of the necessary authorities.

¥e sincerely,

Charles R. McCarthy, Ph.D.

Director, Office for Protection
fram Research Risks

Office of the Director

cc: Mr. Riseberg
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THE SECRETARY OF HEALTH AND HUMAN SERVICES
WASHINGTON, D.C. 20201
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Mr. Morris B. Abram

Chairman

President's Commission for the Study
of Ethical Problems in Medicine and
Biomedical and Behavioral Research

2000 K Street, N.W.

Suite 555

Washington, D.C. 20006

Dear Mr. Abram:

You have written requesting a meeting to discuss our Department's
policies and procedures for dealing with reports of research fraud and

abuse. As you know, we have several such reports under active investigation
at the present time.

I am prepared to meet with you to discuss those matters subject to the
condition that no specific case under investigation be discussed.

Please ask your staff to call my office and arrange a mutually
satisfactory time,

Sipcerely,

Richard S. Schweiker
Secretary
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President’s Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavioral Research

Suite 565, 2000 K Street, N.W,, Washington, DC 20006 (202) 653-8051

November 5, 1981

Charles R. McCarthy, Ph.D.

Director, Office for Protection
from Research Risks

0ffice of the Director

National Institutes of Health

Westwood Building, Room 3A-16

Bethesda, Maryland 20205

Dear Charlie:

Since, as you know, we are in the process of completing our draft report
on Protection of Human Subjects, we very much need to have the materials you
have promised, at various times, to provide. As I recall, these include the
following:

s Written answers to the questions originally put forth
in my memorandum of August 17, 1981 (which you declined
to answer at a Commission meeting but which, at a meeting
that Brad Gray and I held with you on October 14, you
indicated you would respond to in writing);

2. Any corrections or modifications necessary to assure the
accuracy and completeness of our summary of HHS rules and
procedures for the protection of human subjects;

Fa Information on the number of research projects, IRBs,
human subjects and budget for HHS intramural research
(as requested in my memorandum to liaison officers, dated
August 19, 1981, and my request to you on October 14 to try
to provide at least some data on your intramural research
programs); and

4. Answers to the questions posed by Brad Gray when he and I
met with you, Dick Riseberg, and Charles MacKay on
September 18, 1981.

I recognize the unusual demands on your time these last few months,
but would regret very much having to issue our Biennial Report with so much
information still missing. I would appreciate receiving as much of the
material as possible by the time of the Commission meeting on November 13th.

Sincerely yours,

B2otera.

Barbara Mishkin
Deputy Director
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

National Institutes of Health
Noverber 10, 1981 Bethesda, Maryland 20205

Ms, Barbara Mishkin, Deputy Director
President's Camission for the Study
of Ethical Problems in Medicine and
Biamedical and Behavioral Research
2000 K Street, NW - Suite 555
Washington, D.C. 20006

Dear Barbara:

The following information is provided in response to your letter of
November 5.

I, Answers to questions set forth in your memorandum of August 17:

Question 1 - Are IRBs expected to do more than receive and
review periodic reports of ongoing research? If so, what fomm
should their continuing review take?

Answer - IRBs are required to carry out continuing review of
research covered by 45 CFR 46 at intervals appropriate to the
degree of risk, but at least one full review must be conducted
each year. Intermediate continuing review may range from
review of reports filed by investigators to the establishment
of a mechanism (e.g., a committee) for regular data monitoring
in order to assure the safety of subjects. In some cases IRBs
have required weekly reporting on the progress of each subject
involved in research. In other instances IRBs have exercised
their authority to observe or have a third party cobserve the
consent process and the research. Protocols for large clinical
trials frequently include data and safety monitoring committees
which establish "stopping rules" for termination of a trial if
the data shows that any subjects may be subjected to inappropriate
risks.

In every case the IRB must determine the appropriate mode in
which continuing review is to take place.

Question 2 - In formulating the reporting requirement, did the
Department contemplate that IRBs would act independently of
other camittees or offices within their institution? What
should happen if the IRB and a departmental or administrative

office within a grantee institution differ as to whether an
incident should be reported? Do directions for negotiating
general assurances under the revised requlations offer any
guidance on this point?
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IT.

Answer - The sample assurance prepared by OPRR states that
research investigators and department heads are responsible for
reporting pronmptly to the Office of Research Administration

(ORA) [or other senior institutional official(s)] and to the

IRE any serious or continuing noncompliance with the requirements
of the assurance or determinations of the IRB.

The sample further states that for reporting purposes the IRE
will report the following:

(1) Any serious or continuing noncampliance by research
investigators with the requirements of the IRB -
This information shall be reported pramptly to
the ORA and the CPRR.

(2) Injuries to human subjects - Information received
by the IRB concerning injuries to subjects shall
be reported promptly to the ORA. (The ORA is
responsible for reporting to the CPRR.)

(3) Unanticipated problems — Information received by
the IRB concerning unanticipated problems involving
risks to subjects or others shall be reported
promptly to the ORA. (The ORA is responsible for
reporting to the OPRR.)

(4) Suspension or termination of IRB approval - Each
IRB suspending or terminating approval of research
protocols shall include a statement of the reasons
for the IRB's action and shall report the action
promptly to the research investigator, the ORA
and the OPRR.

Question 3 - Relates to Implementation of Debarment Regulations.

Answer - These questions overlap with many of the questions
answered in Secretary Schweiker's letter of April 15. Since

the Secretary has agreed to meet with the Chairman and Commission
staff, it would be premature to amplify what was said in the
April 15 letter.

Corrections or modifications necessary to assure the accuracy
and campleteness of our summary of HHS rules and procedures for
the protection of human subjects.

Answer - Any summary of the requlations requires amission of
critical information. We, therefore, strongly recommend
inclusion of the entire set of regulations, since this is the
only way we can be certain that distortions will not occur, and
we point out that it would take nearly as long to read the
summary as the regulations. MNevertheless, we have tried to

edit the draft summary found in Appendix A of the Biennial
Report. We found that it contained numerous errors and misleading
statements. Consequently, even after editing, we cannot fully
guarantee the "accuracy" of the sumary. We have made our
editorial camments on the attached copy of Appendix A. Also
included are two memoranda fram Dr. Nightingale of FDA containing
camments on the FDA portion of the summary.
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IIT. You requested information on the number of research projects,
IRBs human subjects and budget for HHS intramiral research.

Answer - While we did not have time to campile figures on all
HHS intramural research programs, we do have figures relatmg
to intramural program in the NIH Clinical Center which is the
largest part of the HHS intramural program.

For FY 1980

o The Clinical Center had 9 IRBs until September 1,
1980, after which a 10th IRB was established. 1In
addition, the National Institute on Aging utilizes
the IRB at Baltimore City Hospital.

o The Clinical Center admitted 7,541 inpatients and
identified 4,475 first visits of outpatients. (Note:
this figure is for calendar year 1980. FY 1980
figures would be at approximately the same level.)

o The Clinical Center IRBs approved 162 new research
projects and exercised continuing review over a total
of 689 projects in FY 1980.

o The total cost of the Clinical Center program in
FY 1980 was $68,800,000. This figure includes same
expenditures for research with animal subjects, but

most of it was expended in support of human subjects
research.

IV. Answers to questions proposed by you and Brad Gray on September 18.

Answer - Brad Gray withdrew his questions on that date. Conseguently,
we cannot answer them until and unless he resubmits them.

Yours smcerely,

les R. Y, Ph D.
Director, Office for Protecti
fram Research Risks
Office of the Director

4 Enclosures
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President’s Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavioral Research
Suite 555, 2000 K Street, N.W., Washington, DC 20006 (202) 653-8051

December 8, 1981

Dr. Robert J. Rubin
Assistant Secretary for Planning
and Evaluation
Department of Health and Human Services
Room 415F
Hubert Humphrey Building
200 Independence Avenue, S.W.
Washington, D.C. 20210

Dear Dr. Rubin:

I am pleased that, as a result of the meeting Mr. Abram, Ms. Mishkin
and I had on December 3 with Secretary Schweiker, Dr. 'Brandt, yourself
and other HHS officials, you will be coordinating the Department's
response to the outstanding questions about HHS policies and procedures
which have been posed by the Commission over the past fifteem months.

I can assure you that we share Secretary Schweiker's view that it should
be possible to formulate responses adequate for the Commission's needs
in a succinct fashion. We will be glad to do anything we can to assist
in this process, and we welcome the suggestion, made by Dr. Brandct,

that any formal statements of Departmental policy that emerge be printed
in the Federal Register for public comment.

I realize that your schedule is likely to be very busy until FY 82
appropriation (or continuing resolution) issues are laid to rest--and ever
thereafter! I will look forward to hearing from you at your early con-
venience about how you wish to proceed. If you need any further back-
ground materials, beyond those we provided last week, please let me know.

With high hopes for a speedy and successful completion of this matter
I remain,

Sincerely yours,

lok

Alexander M. Capron
Executive Director

cc: Members of the Commission
The Honorable Richard Schweiker






HHS Debarment Regulations

and Related Rules

G

Federal Register / Vol. 45, No. 198 / Thursday, October 9, 1980

67262

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Office of the Secretary
45CFR Part 78

AGENCY: Department of Health and
Human Services.

AcTioN: Final rule.

suMMARY: HHS hereby amends Title 45
by adding a new Part 76 authorizing
debarment and suspension of
individuals and institutions from
eligibility to receive grants or other
forms of financial assistance under HHS
discretionary programa. These
regulations are necessary because there
I';;Vl been ll;'lht:nm of hude ?buu
are responsible for
I’oc.lerll funds, and the effect of the
prucedmum :iitnh l;l to utlblhl:;m
ure, ue process s
to render these persons ineligible to
receive HHS financial assistance for
reasonable periods of tims.
EFPECTIVE DATE: November 10, 1960,

ADORESE: Requests for information or a
copy of the regulations may be

addressed to the Legal Advisor, NIH,
Office of the General Counsel, Room 28-
50, Building 31, National Institutes of
Health, 9000 Rockville Pike, Bethesda,
Maryland 20208.

FOR FURTHER INFORMATION CONTACT:
William G. Ketterer, Senior Attorney,
NIH. Address: Same as above;
telephone (301) 406-6043.
SUPPLEMENTARY INFORMATION: On
March 18, 1979, the Secretary of Health,
Education, and Welfare (now the
Secretary of Health and Human
Services) published in the Federal
Register (44 FR 16444) a notice "
proposing regulations governing the
debarment and mspa::::u of
individua!l and institutions from
financial assistance for specified causes
and auh;ect to due ess safeguards.

The notice provided tlnyl
opportunity for written comment from
interested members of the public.
Although some comments were received
after the expiration date, all comments
have been considered in preparation of
the final regulations.

Overview of the Comments

Thirty-two letters of comment were
received from the following sources: 3
local school districts, 5 State
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government agencies, 13 universities or
colleges, 9 other educational
organizations, and 2 concerned
individuals. Although many comments
were flatly opposed to any regulations
on debarment (generally because they
felt that existing procedures wers
adequate), some letters generally
supported the adoption of some form of
debarment procedure, but offered
specific comments for clarification and
improvement. All the comments have
been carefully considered in adopting
the final regulations.

A discussion of the comments
received and the Secretary’s action with
respect to them follows:

(1) Sufficiency of § U.S. Code § 301 as
authority. Several comments questioned
whether the authority cited for the
regulations, 5 U.S. Code § 301, is legally
sufficient. Section 301 authorizes the
heads of executive agencies to *. ..
prescribe regulations for the government
of his department, the conduct of its
employees, the distribution and
performance of its business, and the
custody, use, and preservation of its
records, papers, and property.” While
this authority is general in nature, the
Secretary believes that establishment of
reasonable debarment and suspension
procedures to protect limited public
funds for financial assistance is in
furtherance of the performance of HHS's
“business” of administering financial
agsistance programs authorized by

. The alternative would be to
restate separately each statutory
authority for every affected program,
which is impractical.

(2) Are .'.hq Regulations Necessary?
Numerous comments questioned
whether the regulations are necessary
and whether they merely duplicate other
HHS regulations and procedures which
are presently available to correct fraud
and abuse in the assistance area (for
example, normal audit procedures, and
procedures for termination of ongoing
grant awards under 45 CFR Part 74,
Subpart M), These procedures deal with
fraud ‘and abuse after they have
occurred and the Secretary believes
that, in order to provide the maximum
protection of Federal funds, there should

be an acrogs-the-board mechanism for
the prevention of fraud and abuse. By
excluding irresponsible applicants from
the award process, the Secretary
believes that limited public funds for
assistance purposes will be available
where they will be used properly.

With regard to overlapping debarment
procedures under particular programs
(for example, termination of eligibility of
postsecondary institutions for student
financial assistance under 45 CFR Part
168), the Secretary agrees that the
regulations should take into account
and, in response to 4 comment,

§ 76:10(g) [renumbered 76.10(f)] has been
revised to include a prior outstanding
debarment from financial assistance by
a Government agency (including an
agency within HHS) as cause for
instituting a Department-wide
debarment. Conforming changes have
also been made to § 768.12(b). As in the
case of prior contract debarment, the
period of debarment would run
concurrently with the period of
debarment under the particular program
concerned. The Secretary believes that
it makes little sense for a person
debarred from Government contract
awards or financial assistance under
one program, to continue to be eligible
for financial assistance under the other
numerous discretionary programs
administered by

(8) Failure to list these regulations in

‘s Semiannual Agenda of
Regulations. Two comments pointed out
that the debarment regulations were not
listed in HHS's Semiannual Agenda of
Regulations published in the Federal
Register for January 19, 1979 (44 FR 178),
which is now required by Executive
Order 12044. The Secretary regrets this
omission which was entirely inadvertent
and due to inadequate "tracking" of the
regulations in the course of
development. However, the public was
not harmed by this omission because the
notice provided full 80 days opportunity
to comment, as required by the
Executive Order and, although
numerous comments were received after
the expiration of the comment period,
all comments received in response to
the notice have in fact been considered.
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In this connection, also, one
commenter requested a hearing on the
issues prior to publishing regulations in
the area. The Secretary believes that the
60 day comment period has provided
opportunity for public participation, and
that such a hearing would only serve to
further delay publication of regulations;
the request is therefore denied.

(4) § 76.10(d) and (e) “unsatisfactory
performance” and “serious" violations
of statutes, regulations, terms and
conditions as causes to debar. There
were several objections to § 78.10(e)
authorizing debarment on the basis of
“unsatisfactory performance” on a
previous award as being ambiguous and
subjective. In response, the criterion “as
determined under the terms and
conditions or specifications the prior
awards" has been added to the
provision, and, of course, a respondent
will be afforded opportunity at a hearing
to challenge a proposed debarment for
unsatisfactory performance.

In response to a staff comment on
paragraph (e), the provision has also
been expanded to cover awards of
contracts and subcontracts.

Objections on grounds of ambiguity
were also raised with regard to the use
of the word “serious” at several places
in § 76.10. Although clari changes
have been made, the term has been
retained. Because of the numerous
programs covered by these regulations,
the term was chosen to leave room for
administrative discretion, but requires
an affirmative finding of seriousness
before debarment action may be
initiated.

The use of the term “serious” is
intended to limit debarment to causes
involving matters of importance, or
which have important or dangerous
possible consequences. The following
examples, which are not exhaustive, are
given to illustrate this meaning: (1) the
misappropriation of grant funds for
personal benefit, such as financing
personal trips unrelated to the purpose
for which the funds were awarded, (2)
willful failure to comply with record
retention and access requirements of
regulations in order to frustrate
examination or audit by the

Government, including destruction of
relevant documents, and (3) intentional
falsification of research reports in order
to meet deadlines, comply with the
terms of awards, or secure personal or

i advantage.

It is believed that the standard thus
afiords a measure of protection to
persons because insubstantial and.
minor violations would not be basis to
debar, and even material violations
must be determined to be sufficiently
serious in nature to justify debarment
action.”

(5) § 76.10(f) Discriminatory practices.
Most comments objected to the ground
“discriminatory practices,” as
introducing a new mechanism and
procedures for enforcing civil rights
laws, which already have their own
specific regulations and procedures for
determining discrimination (see, for
example, 45 CFR Parts 80 and 81 relating
to nondiscrimination under Title VI of
the Civil Rights Act of 1864). Others felt
that this ground was not consistent with
the primary purpose of the regulations,
which is to eliminate fraud and fiscal
abuses.

Although it would be possible to
modify the provisions relating to
unlawful discrimination to limit
debarment on those grounds to the
terms and scope of a previous court or
administrative order, this would not
constitute a general debarment which is
the intention of the regulations, and
might lead to confusion. Accordingly,
proposed § 76.10(f) and related
provisions of the regulations have been
deleted, and debarment for
discriminatory practices under the
statutes listed below or ur.der Executive
Order 11246 is outside the scope of these
regulations:

(a) Title VI of the Civil Rights Act of
1964 (42 U.S. Code § 2000d et seq.);

(b) Title IX of the Education
Amendments of 1972 (20 U.S. Code
§ 1681 et seq.);

(c) Title VII and VI of the Public
Health Service Act (42 U.S. Code §§ 292,
298);

(d) Age Discrimination Act of 1975 (42
U.S. Code § 6101); and
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(e) Discrimination on the basis of
handicap (section 504 of the
Rehabilitation Act of 1973; 29 U.S. Code

§ 704).

Debarment from eligibility for
financial assistance under the above
listed statutes and Executive Order
11246 will be in accordance with the
terms of any order issued pursuant to
those statutes or Executive Order 11248.

(6) § 78.10(h) [renumbered § 78.10(g)]
“Catch-all” criteria. Many
commenters objected to the “catch-all”
provision as b;ing l?gu;uuu; nn%ll
encouraging abuse of discretion. The
Department does not agree. While the
provision is indeed broad, because of
the variety of programs covered by
these regulations and the myriad of
situations which may arise, it is
essentizal to be able to handle
unpredictable circumstances.

(7) Should the regulations include a
detailed implementing administrative
structure, including points of contact?
This is viewed as an internal
administrative matter which is not
appropriate to include in the regulations.
All normel channels for receiving and
investigating complaints of fraug or
abuse in grants would be available, for
example, the relevant program office,
the Office of the Inspector General, and
the Office of the General Counsel. In
addition, HHS reserves the right to
undertake appropriate investigations of
financial assistance programs upon its
own initiative.

(8) Are the regulations a penalty or
punishment? While the Secretary agrees
that the regulations are stringent, the
Secretary does not agree that they
constitute a penalty or punishment
because they are intended and will be
used (1) solely to protect the interests of
the United States and (2) they apply
only to “discretionary programs” which
are specifically defined to exclude
programs under which an applicant is
entitled to assistance as a matter of law,
The courts have recognized the
nonpunitive nature of debarment actions
as follows in Gonzalez v. Freeman, 334
F. 2d 570 at 576, 577 (1964):

The question presented is
Commodity Credit is powerless to terminate

business relations with irresponsible,
defaulting or dishonest eontractors.
Notwithstanding is severe impact upon &
contractor, debarment is not intended to
punish but it ts a necessary “means far
accomplishing the songressionsl purpose” of
Commodity Credit to “aid i= the development
of foreign markets for agricultural
commodities.” (emphasis added).

(8) § 78.13 Imputing conduct of
individuals to their institution. It was
suggested that § 76.13(b) (relating to
conduct within the scope of one's
employment) and {c) (relating to
debarrable conduct of individuals)
should include the express requirement
that the individual be knowingly
involved. The comment is accepted with
respect to paragraph (c) which deals
with circumstances under which an
individual may be personally debarred
for participating in canduct for which
the institution employing that individual
may be debarred. Paragraph (b),
however, deals solely with the issue of
imputing conduct of an individual
performed within the scope of
employment, to his or her employer, and
the key factor here is whether the
employer knew or should have known of
the conduct in question. To clarify this
the word]:un:; hl,:n the sixth line of
paragrap been changed to
u‘nd.n.outomdu- - thm'ﬂ
conduct was accomplished within the
scope of authority or employment and
under circumstances in which
responsible officials of the institution
knew or should have known of the
conduct.”

Pursuant to another éomment, the
terminology of paragraph (b) has been
improved to read “scope of authority or
employment” (in lieu of “course of his or
her official duty”). Parallel changes have
also been made to § 78.21 rellting to
suspensions.

Other comments questioned the
fundamental fairness of charging an
institution with the errant conduct of its
employees. Holding an employer
responsible for the actions of its
employees, committed within the scope
of employment, has long been accepted
for purposes of liability under the
general law of agency and this appears
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all the more applicable where, as is the
case with financial assistance, the
institution often stands to benefit
financially from the dishonest acts of its
employees. Indeed, it is the institution
which is in the best position to take
corrective measures and, in response to
a comment in this regard, paragraph (b)
has been amended to require that
remedial action by responsible officials
of the institution be taken into account
in determining whether institutional
debarment is warranted. Also, under

§ 76.12(c), change of ownership or
management, or correction of the
underlying grounds for which debarment
was imposed, are grounds to terminate a
debarment. Reference to (change of)
“responsible personnel” has been added
to the provision to make it explicit that
this tod would constitute a basis to
terminate debarment.

(10) Applicability to State and local
government agencies. Several comments
objected to applicability of the
regulations to public institutions, Le.,
State and | government agencies,
although most comments felt they
should be treated the same as private
organizations. The Secretary recognizes
the serious implications of rendering a
State agency subject to debarment for
the wrongful conduct of its employees.
But in light of the fact that the
regulations are limited to discretionary
awards, which are awarded solely on
the basis of merit or program need, and
do not affect nondiscretionary awards,
there is no apparent reason why such
agencies should not have to compete on
an equal basis with, and be subject to
the same constraints as, the private
sector for the limited Federal dollars
available. Also, as previously noted,
where the affected individuals are
removed from positions of authority, this
would be a basis for terminating
debarment under § 78.12(c).

A related question was also raised
whether violation of the terms and.
conditions of a mandatory formula grant
(i.e., an entitlement) would theoretically
serve as a basis to debar from
discretionary awards under § 78.10(d).
The answer is yes, in light of the broad
definition of “financial assistance"

(which includes all grants), but this
again would not affect the debarred
institution’s tontinued eligibility for
awards to which it may be entitled as a
matter of law.

Also, § 76.13 has been expanded to
make it clear that, when an institution is
the subject of a debarment action, the
Secretary would normally limit the
debarment just to those components of
the institution which were involved in or
actually responsible for the conduct
leading to debarment.

(11) § 76.17 and § 76.24 Publication in
Federal Register of the results of
debarment and suspension actions.
Several commenters objected to
publication in the Federal Register of the
results of debarment and suspension
actions, especially publication of the
names of persons debarred and
suspended. Several felt that this
rendered debarment and suspension
actions punitive in nature contrary to
§ 76.1(a): on the oth+r hand, others
expressed the view that additional
information should be so published,
including details concerning hearings,
periodic lists of names of formerly
debarred persons, and the amount of
any monies involved. Several comments
questioned the need for any public
notice concerning debarment and
suspension actions.

The purpose of publishing this
information in the Federal Register is (1)
to inform the public of a significant
action taken to protect the public
interest, and (2) to provide constructive
notice to grantees and others
responsible for administering HHS funds
so that they can implement the
restrictions set forth in §§ 76.16(c) and
76.23(c) barring participation by
debarred and suspended individuals
under financial assistance programs.

One comment supporting Federal
Register publication noted: ** * *
secrecy in government is a tool which 3
all too often abused. In all likelihood.
most cases of debarment are the final
result of at least one public hearing."
The Secretary agrees that the public has
a right to know, through publication in
the Federal Register, the results of
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proper governmental actions taken to
protect the public interest. Additionally,
§ 78.17(c) and § 17.24(c) provide for the._
maintenance of a current consolidated
list of debarred institutions and
individuals for purposes of
administering affected discretionary
programs.

(12) § 78.22(f) Suspensions—hearings.
Several commenters felt that the
regulations failed to provide due process
hearings in cases of suspensions.
Indeed, ofie comment stated that there
could be a suspension for up to 18
months in cases of criminal indictment
without opportunity for a hearing. Post-
suspension hearings are guaranteed for
all suspensions upon request of the
suspended party under § 78.22(f) and
such hearings are required to be
conducted, to the extent practical, in
accordance with the debarment
procedures set forth in §§ 76.14 and
78.15. Furthermore, although the courts
have expressly upheld summary
suspensions for cause for up to one
month without any opportunity for a
hearing (see Horne Brothers, Inc. v.
Laird, 463 F2d 1288 (1972)), the
regulations exceed this standard by
affording a prompt hearing to suspended
persons. However, as proposed,

§ 768.21(a) may give the impression that
the period and scope of suspensions are
determined without reference to the
results of any hearing held pursuant to

§ 76.22(f), and this has been corrected in
the final regulations.

(13) Applicability to persons involved
in criminal activity not involving
Federal funds; application to affiliates.
It was felt by several commenters that
the regulations should not apply, as they
do, to persons convicted of criminal
activity not involving Federal funds (for
example, conviction of fraud in
connection with attempting to obtain a
private contract in § 76.10(a)).

The believes that any
fraudulent criminal activity in
connection with contracts clearly
demonstrates a lack of business
integrity and therefore may warrant
debarment from stewardship over public
funds which, in the final analysis, is a

public trust. Of course, it should be
noted that under the regulations
debarment and suspension only
preclude future awards during the
specific period of debarment or
suspension, after which the person
would again be eligible to apply for and
receive financial assistance. In response
to a comment, this point has been
clarified in § 76.1(c).

The suggestion that the regulations set
forth required minimum periods of
debarment for particular offenses is not
accepted, because the Secretary
believes the regulations should be as
flexible as possible in this regard.

Another comment questioned the
fairness of inclu affiliates at all: but
it should be noted that, as defined,
affiliates are institutions which control/
or are controlled by another institution
or individual and they are guaranteed
the same notice and opportunity for
hearing under § 76.13(a). Similarly, the
decision to initiate debarment, which is
a drastic remedy, is left to sound
discretion of the Secretary in § 76.10,
and the suggestion that the Secretary
“must’ debar all individuals and
institutions for the enumerated causes in
§ 76.10 is rejected as impractical and
umnecessarily harsh. For the same
reason, other suggestions which would
severely limit the discretion of the
Secretary to decline action, or unduly
restrict the Secretary's choices within
the regulatory framework have been
rejected.

(14) Hearing procedures. Numerous
suggestions have been made to modify
the hearing procedures, chiefly to the
benefit of the respondent institution or
individual. For example: that HHS
should bear the full costs of hearings to
respondents (including costs of travel
expenses and legal counsel, and
provision of transcripts without charge),
that respondent should choose the place
of hearing or that it should always be at
the site of the affected institution, that
there be more than one hearing
examiner, that there be mare specific
time intervals stated, that there be an
appeal as a matter of right to the
Secretary and beyond the Secretary.
Although § 76.15(b) has been modified
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to assure respondents a right of appeal 78, as set forth below:
to the Secretary, most of these other Dated: August 21, 1880.
suggestions are rejected as not Patricia Roberts Harris,
necessary to assure due process. In Secretary.
addition, as the result of staff comment,
the Secretary has revised the finalrule = PART 76--DEBARMENT AND
to provide that hearings shall be SUSPENSION FROM ELIGIBHLITY FOR
conducted by a hearing officer (who FINANCIAL ASSISTANCE
shall be an officer or employee of HHS
not previously involved in the matter), Subpart A—General
and the notice provisions have been Bec.

modified to authorize notice by personal
service, as well as by registered or
certified mail.

(15) Clarifying, technical and editorial
changes. In fesponse to a staff comment,
the definition of “financial assistance”
in § 76.2 has been clarified to explicitly
cover assistance in the form of property
and services, as well as awards of
funds.

We have also addéd clarifying
language to § 76.11(d) to remove an
apparent inconsistency with § 78.15(c).
While debarment may be based solely
on proof of debarment from contracting
by another government agency (which is
a matter of public record), § 76.11(d)
would permit HHS to develop any
additional facts it deems appropriate at
the HHS debarment hearing. The fact of
prior debarment (as well as any other
facts proferred by HHS) will be fully
subject to rebuttal by the affected
parties at the HHS hearing. The affected
parties could also introduce evidence
and offer argument on whether the
reasons for the prior debarment by
another agency warrant debarment
under this regulation. Section 768.23(a).
setting forth general restrictions during
suspensions, has been revised in
response to a staff comment to conform
more closely to the parallel provision
§ 76.18(a) governing general restrictions
during debarments.

In addition, several other clarifying,
technical and editorial suggestions were
offered. These have been accepted
where possible and are reflected in the
final rule.

Title 45 Code of Federal Regulations is
therefore amended by adding a new Part

76.1 ‘The scope and purpose of these
tions.
76.2 Definitions.

Subpart B—Debarment

76.10 Causes for debarment.

76.11 Conditions for debarment.

76.12 Period of debarment.

76.13 Scope of debarment.

78.14 Procedures—Hearings.

76.15 Procedures—Determination of hearing
officers; review by Secretary.

76.18 Restrictions on debarred institutions
and individuals.

76.17 Publication of notice in Federal
Register of results of debarment actions.

Subpart C—Suspension

78.20 Causes for suspension.

7621 Period and scope of suspension.
7622 Notice of suspension.

78.23 Restrictions during period of

suspension
76.24 Publication of notice in Federal
Register of results of suspension actions.
Authority: 5 US.C. 301

Subpart A—General
§ 78.1 The scope and purpose of these
regulations.

(a) Debarment. Subpart B prescribes
policies and procedures relating to
debarment for cause of public and
private institutions or individuals (and
their affiliates) from eligibility under
discretionary programs of financial
assistance which are awarded or
administered by HHS. Debarment is
invoked to exclude institutions and
individuals from participation in HHS
discretionary programs of financial
assistance to protect the interests of the
Government, and is not intended to be a
penalty or punishment. This measure
shall be instituted only for as long as
necessary to protect the interests of the
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Government and financial assistance is
precluded only during the period of
debarment.

(b) Suspension. Subpart C sets forth
the procedures for temporary
suspension of institutions or individuals
(and their affiliates) from eligibility
under HHS discretionary programs of
financial assistance. Because it is a
drastic step taken upon what may be
incomplete information, it shall be used
cautiously and only when the Secretary
believes that grounds for debarment
exist (or there is an outstanding
indictment for a criminal offense which
is grounds for debarment) and there are
compelling reasons why immediate
action must be taken before debarment
proceedings can be completed. In
assessing whether adequate evidenoe
exists for invoking suspension,
consideration shall be given to the
evidence available, to the existence or
absence of corroboration as to
allegations, as well as to the inferences
which may properly be drawn from the
existence or absence of facts and the
irreparable nature of the harm caused
by continuing the institution’s or
individual's eligibility pending
debarment proceedings. This
assessment shall include an
examination of basic documents, such
as contracts, grants, inspection reports,
and correspondence. A suspension may
be terminated or modified whenever it is
determined to be in the interest of the
Government to do so.

(c) Relationship to other program
responsibilities. The regulations of this
part deal solely with the debarment and
suspension of individuals and
organizations for future awards and do
not limit the discretion of agency
officials to take into account the fiscal
and administrative capabilities of
applicants in connection with particular
applications for financial assistance.
Termination and suspension for cause of
ongoing grants are separate matters
which are governed by HHS's grant
administration regulations, 45 CFR Part
74, Subpart M. However, debarment and
suspension under this part precludes all
future awards during the period of

debarment or suspension, including
competitive and noncompetitive
renewal, supplemental, and continuation
awards, of financial assistance for a
previously supported activity.

§762 Definitions.

As used in this part:

“Affiliate” means an institution which
controls, or is controlled by, or is under
common control with, another
institution or individual. For example, a
university foundation and the “parent”
university are affiliates if one has the
power to control the other with respect
to the conduct for which debarment or
suspension is sought.

“Discretionary program" means a
program of financial assistance which is
awarded on the basis of merit or
program need and to which an applicant
is not entitled as a matter of law.

*Debarment” and “debarred"” mean
the exclusion from eligibility for
financial assistance awarded or
administered by HHS under
discretionary programs for a reasonable.
specified period of time, commensurata
with the seriousness of the cause
resulting in the debarment.

“Financial assistance” means grants
and awards of funds, services, or
property (including fellowships,
traineeships and National Research
Service Awards), cooperative
agreements, loans, loan guarantees, and
interest subsidies, including competitive
and noncompetitive renewal,
supplemental, and continuation awards
for any of the feregoing.

“HHS" means the Department of
Health and Human Services and its
operating agencies and component
organizations.

“Individual” means a natural person.

“Institution” means any public or
private corporation, agency,
organization, or institution, which would
otherwise be eligible to receive financial
assistance under HHS discretionary

programs.

“Respondent” means an institntion,
individual or affiliate who is the subject
of a debarment action under §§ 76.14
and 78.15.
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“Secretary” means the Secretary of
Health and Human Services and any
officer or empl of HHS to whom the
authority involved has been delegated.

“Suspension”, unless the context
otherwise requires, means an immediate
exclusion from eligibility for financial
assistance under discretionary programs
without prior hearing pending
completion of debarment or other
proceedings, as applicable.

Subpart B—Debarment
§ 76.10 Causes for debarment.

Subject to the conditions set forth in
§ 76.11 and the procedural requirements
set forth in §§ 76.14 and 76.15, the
Secretary may debar an institution or
individual, and any affiliate thereof, in
the public interest for any of the
following causes:

(a) Conviction for any criminal
offense committed as an incident to
obtaining or attempting to obtain a
public or private contract or any form of
financial assistance (or subcontract or
subgrant thereunder), or as an incident
to performance of any contract, or any
form of financial assistance (or any
subcontract or subgrant thereunder);

(b) Conviction under the Organized
Crime Control Act of 1970, or conviction
for embezzlement, theft, forgery, bribery,
falsification or destruction of records,
receiving stolen property, or any other
offense indicating a lack of business
integrity or business honesty which
seriously afnd directly affects the
question of present responsibility to
account for or administer Federal funds:

(c) Conviction under the Federal
Antitrust Statutes arising out of the
submission of bids, applications or
proposals;

(d) Serious violation of the applicable
statute, regulations, or other terms and
conditions of a previous award of
financial assistance;

() A record of serious unsatisfactory
performance (or failure to perform)
‘under one or more prior awards of
financial assistance, contracts or
subcontracts, as determined under the
terms and conditions or specifications of
the prior awards, except that
unsatisfactory performance (or failure to

perform) caused by acts beyond the
control of the institution or individual
shall not be considered a basis for
debarment;

(f) Debarment from Government
contracting, subcontracting, or financial
assistance, by a Government agency
(including an agency within HHS);

(g) Any other cause significantly
affecting responsibility as a recipient or
participant under a Federal program of
sufficiently serious nature as determined
by the Secretary to warrant debarment.

§ 76.11 Conditions for debarment.

(a) General. Unless otherwise
required by law, the existence of any of
the causes set forth in § 76.10 does not
effectuate a debarment or necessarily
require that an institution or individual
be debarred. In each instance, a
decision to debar shall be made within
the discretion of the Secretary and shall
be rendered solely in the best interest of
the Government. In addition, mitigating
factors, such as the degree of
seriousnesa of the offense, violation,
failure, or inadequacy of performance,
will be considered in deciding whether
debarment is warranted.

(b) The existence of a cause set forth
in § 76.10(a), (b), and (c) (relating to
conviction of criminal offenses) shall be
established by proof of judgment of
criminal conviction by a court of
competent jurisdiction. In the event that
an appeal taken from such conviction
results in a reversal, debarment shall be
removed on the Secretary’s own motion
or upen the written request of the
institution or individual concerned
(unless other cause for debarment
exists).

(c) The existence of causes set forth in
§ 76.10(d), (e), and (g) (relating to
violation of grant terms and conditions,
performance, and other causes) shall be
established by evidence which the
Secretary determines to be clear and
convincing in nature.

(d) Debarment on the cause set forth
in § 76.10(f) (relating to debarment from
Government contracting, subcontracting,
or financial assistance) may be based
entirely on the determination of
debarment by the initial debarring
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agency, or upon & combination of this
determination and additional facts.
§76.12 Period of debarment.

(a) General. Debarment for causes
other than debarment from contracting,
subcontracting or financial assistance
under § 76.10(f) shall be for a
reasonable, definite period of time
commensurate with the seriousness of
the offense, violation, or failure or
inadequacy of performance, as
necessary to protect the interests of the
Government.

(b) Contract and other prior
debarments. Where debarment is based
upon prior debarment from contracts,
subcontracts or financial assistance, the
period of debarment shall run
concurrently with the period of the prior
debarment.

(c) Termination or reduction of period.
Except where prohibited by statute,
debarment may be terminated. or the
period thereof may be reduced, by the
Secretary, on the Secretary’s own
initiative or upon the submission of an
application, supported by documentary
evidencs, setting forth appropriate
grounds for the granting of relief, such
as newly discovered material evidence,
reversal of conviction, bona fide change
of ownership, management, or
responsible personnel, or the elimination
or correction of the underlying grounds
for which the debarment was imposed
or other mitigating circumstances. The
Secretary may require, as a condition to
termination of the debarment period,
restitution to HHS by the debarred party
for losses sustained by HHS.

(d) Reinstitution of debarment. Except
where debarment is based upon
conviction of a criminal offense, at the
end of the termination period the
Secretary may reinstitute debarment,
through the debarment procedures set
forth in this subpart, if the causes have
not been corrected or adequate
assurance given that the practices will
not be repeated.

§76.13 Scope of debarment.

(a) Institutions. When an institution is
the subject of a debarment action, the
Secretary may limit the debarment just
to those components of the institution

which were involved in the conduct
leading to debarment.

(b) Affiliates. A debarment may
include affiliates of an institution or
individual which have had notice and
opportunity for a hearing in accordance
with §§ 76.14 and 76.15. Each decision to
include a known affiliate within the
scope of a proposed debarment is to be
made on a case-by-case basis, after
giving due regard to all the rel :vant
facts and circumstances.

(c) Imputing conduct to institution.
Conduct of an individual may be
imputed to the institution, or responsible
component of the institution, with which
he or she is associated by employment
or otherwise, where such conduct was
accomplished within the scope of
authority or employment and under
circumstances in which responsible
officials of the institufion knew or
should have known of the conduct.
However, remedial action taken by
responsible officials of the institution
shall be taken into account in
determining whether debarment of the
institution is warranted. The institution
shall be entitled to notice and
opportunity for a hearing in accordance
with §§ 76.14 and 76.15.

(d) Individuals involved in debarable
activities. Where an institution is
involved in conduct justifying
debarment under this part, any
individual who was knowingly involved
in the commission of the conduct in
question may also be debarred. The
individual shall be entitled to notice and
opportunity for hearing in accordance
with §§ 76.14 and 76.15.

§ 76.14 Procedures—Hearings.

(a) Initiation of action. When the
Secretary seeks to debar an institation
or individual, or any affiliate thereof
(called *respondent” for purposes of
§§ 76.14 and 76.15), respondents shall be
served with written notice from the
Secretary by personal service or
registered or certified mail, return
receipt requested. The notice shallk

(1) State that debarment is being
considered;

(2) Set forth the reasons fer the
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proposed debarment and the proposed
length of time; and

(3) Indicate that the respondent will
be accorded an opportunity for a
hearing if the respondent so requests
and the request is received within 30
days after the date of mailing or service
of the notice to the respondent's last
know address.

(b) Hearing.—{1) Request for hearing.
Any respondent that has been notified
of a proposed action is entitled to
request an opportunity to be heard and
to be represented by counsel. A hearing
request shall be made in writing
addressed to the Secretary or other
official proposing the action. If at the
end of the 30 day period referred to in
paragraph (a)(3) of this section, no
request has been received, it may be
assumed that an opportunity to be heard
is not desired, and the Secretary shall
proceed to make a final determination
and so notify the respondent.

(2) Notice of hearing. Upon receipt of
a request for an opportunity to be heard,
the Secretary shall appoint a hearing
officer and the ha:zmng'.:1 t.'nfﬁ;‘.eli1 shall
arrange a prompt and timely hearing,
Notice of the time and place of such
hearing shall be in writing, transmitted
by personal service or registered or
certified mail, return receipt requested,
and shall include a statement indicating
the nature of the proceedings and their
purpose. The hearing officer shall
determine the place for the hearing. In
determining the hearing place, the
hearing officer shall consider the
convenience of the parties and the
public interest.

(c) Hearing procedures. (1) Hearings
shall be conducted by the hearing
officer, who shall be an officer or
employee of HHS not previously
involved in the matter.

{2) HHS shall be represented by the
General Counsel or designee.

(3) A transcribed record shall be made
of the proceedings and a copy shall be
made available to the respondent upon
request, upon payment of any
appropriate fee prescribed under the
HHS Freedom of Information Act
regulations (45 CFR Part 5).

{-l.}.l;ormal mll?s ogl evidence and
procedures applicable to proceedings in
a court of law will not be applied.

(d) Scope of hearing; sufficiency of
evidence. The scope of the hearing and
sufficiency of evidence shall be
govemed by the applicable provisions of

76.11.

§76.15 Procedures—Determination of
hearing officers; review by Seeretary.

(a) After completion of the hearing,
the hearing officer shall make a written
determination on the evidence
presented, including where appropriate
the extent to which the determination
applies to affiliates named in the action.
The hearing officer’s determination shall
be transmitted to the Secretary, and to
all respondents by personal service or
registered or certified mail, return
receipt requested.

(b) The hearing officer's determination
shall be final unless within 60 days the
respondent requests the Secretary, or
the Secretary decides on the Secretary’s
own motion or at the request of the
General Counsel, to review the findings
of the hearing officer.

(c) Where a review is granted, the
determination by the Secretary shall be
final and shall be based solely on the
record of the hearing. It shall fully recite
the evidentiary grounds upon which the
Secretary's determination is made.

(d) Each determination shall become
part of the record.

(e) Notice of the Secretary's decision
to review the hearing determination and
subsequent determination by the
Secretary, shall be given in writing to all
respondents by personal service or
registered or certified mail, return
receipt requested.

§ 76.18 Restrictions on debarred
institutions.and individuals.

(a) General restrictions. Institutions
and individuals (and their affiliates)
debarred under this subpart shall be
ineligible during the period of
debarment to receive any form of
financial assistance under any
discretionary program awarded or
administered by HHS; applications or
requests for financial assistance
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received under m{edilmﬂonnry
p shall not be considered and
shall be returned with a statement of the
reasons. However, when it is
determined essential in the public
interest by the Secretary, an exception
may be made to permit an institution or
individual to apply for and receive
support under a particular program on
the same basis as other eligible
applicants under the program
concerned. In addition, where grounds
exist, the Secretary may also proceed to
terminate or suspend for cause ongoing
funded grants awarded to a debarred
grantee, as authorized by 45 CFR Part
u[bs]ugm ard subgranting,

8
Debarred institutions aad individeals
shall be ineligible to receive contracts,
subocontracts and subgrants mnder any
form of financial assistance awarded or
administered by HHS, and the
responsible HHS official and recipients
of financial assistance, as applicable,
shall decline to approve contracting,
subcontracting, or subgranting with that
institution or individual, unless it is
determined by the Secretary to be
essential in the best interests of the
Government to t such epproval.

(c) Individuals. Debarred individuals
shall be ineligible to serve or participate
under any form of financial assistance
awarded or administered by HHS under
discretionary programs including service
or participation in the conduct or
performance of those awards or in the
administration of Federal funds.
Recipients of financial assistance shall
be responsible for compliance with this
provision, which constitutes a condition
of all awards of financial assistanca.
Applications for financial assistance
proposing debarred individuals to serve
as principal investigators, project
directors, or those responsible for the
administration of Federal funds, or in
any other capacity, shall not be
considered and saall be returned to the
applicant with a statement of the reason
therefor.

§ 76.17 Publication of notice in Federal
Register of results of debarment actions.

(a) Contents. When an institution,

individual, or affiliate is debarred under
this subpart, HHS shall publish a notice
in the Federal Register containing as a
minimum the following information:

(1) The names of the debarred
institutions, individuals, and affiliates,
and their addresses;

(2) The authority under which the
action was taken and a brief statement
of the reasons for the action:

(3) The extent of restrictions imposed.
including effective dates; and

(4) The termination date.

(b) A notice shall also be published in
the Federal Register when a debarment
is ended prior to its specified
termination date.

(c) The Secretary shall also establish
and majntain a current, consolidated list
of debarred institutions and individuals
for purposes of gdministering affected
discretionary programs.

Subpart C—Suspension
§ 7620 Causes for suspension.

(1) Whenever the Secretary believes
that grounds for debarment exist (or
there is an outstanding indictment for &
criminal offense which is grounds for
debarment under § 76.10), and., in order
to protect the interests of the United
States, immediate action is necessary.
the Secretary may suspend an
institution, individual, and any affiliate
thenliof.biln accordance with the
applica e}:romduruoithilpu.t.'l‘his
action shall be taken by the Secretary
only where there are compelling reasons
why the interests of the United States
would be jeoperdized by waiting for
completion of debarment proceedings
under Subpart B.

§78.21 Period and scope of suspension.

(a) A suspension shall be for a
temporary period pending the
completion of an investigation or
hearing, and any administrative or legal
proceedings as may result. Unless
earlier terminated as the result of a
hearing held pursuant to § 78.22(f), the
period and scope of suspension shall be
as follows:

(1) Except where suspension is based
on criminal indictment, debarment
proceedings shall be initiated within 8
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months after notice of suspension, in
accordance with Subpart B, or the
suspension shall be terminated
automatically. When the debarment
proceedings are initiated within the 8-
month period, the suspension shall
continue in effect pending the
cempletion of debarment proceedings or
for a period not to exceed 12 months
after the date of the notice of proposed
debarment, whichever first occurs.

(2) When suspension is based upon
criminal indictment, it may continue
until completion of the criminal
proceedings, or for 18 months,
whichever first occurs.

(b) Suspension may include all known
affiliates of an institution or individual
who have received notice and
gpportunity for hearing as set forth in

76.22.

(c) A decision to include affiliates in a
proposed supsension is a separate
determination which shall be made on a
case-by-case basis.

_ (d) The conduct of an individual may
be imputed to the institution. or
responsible component of the institution,
with which he or she is associated by
employment or otherwise when the
conduct involved was performed within
the scope of authority or employment
and under circumstances in which
responsible officials of the institution
knew or should have known of the
conduct. However, remedial action
taken by responsible officials of the
institution shall be taken into account in
determining whether suspension of the
institution is warranted. The instituticn
shall be entitled to notice and
opportunity for a hearing in accordance
with § 78.22.

(e} Individuals involved in activities
resulting in suspension. Where an
institution is involved in conduct
justifying suspension under this part,
any individual who was knowingly
involved in the commission of the
conduct in question may also be
suspended. The individual shall be
entitled to notice and opportunity for a
hearing in accordance with § 76.22.

§76.22 Notice of suspension.
When an institution or individual or

any affiliate thereof is suspended, the
Secretary shall furnish all the affected
parties immediately with a notice of the
suspension by personal service or
registered or certified mail, return
receipt requested. The notice of
suspension shall state that:

(a) The suspension is based on (1) an
outstanding indictment for a criminal
offense which is grounds for debarment
under § 76.10 or (2) reasonable evidence
that the institution or individual has
committed irregularities of a serious
nature which would be grounds for
debarment under § 76.10 (the notice
shall identify the indictment or describe
the nature of the irregularities, in
general terms, without disclosing the
Government's evidence);

(b) The suspension is for a'temporary
period pending the completion of
debarment or other proceedings, as
applicable;

(c) Bids, proposals, and applications
for financial assistance will not be
solicited or accepted from the institution
or individual and, if received, will not be
considered, and awards of any form of
financial assistance under HHS
discretionary progrims may not be
made unless it is determined by the
Secretary to be in the best interest of the
Government;

(d) The institution or individual will
not be eligible for the award of a
subcontract or subgrant. Whenever the
institution or individual is proposed as a
subcontract or subgrantee, the
responsible HHS official will decline to
approve subcontracting or subgranting
with that institution or individual in any
instance in which consent is required of
the Government before the subcontract
or subgrant is made, unless it is
determined by the Secretary to be in the
best interest of the Government to grant
approval;

(e) The suspension is effective
throughout HHS, and

(f) A hearing as to whether the
suspension should be continued will be
provided upon request of the institution
or individual or any affected affiliate.
The hearing shall be conducted., to the,
extent practical in accordance with the
procedures set forth in §§ 76.14 and 78.15.
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§76.23 Restrictions during period of
suspension.

During a period of suspension of an
institution or individual and any
affiliate, the following policies and
procedures shall be applicable:

(a) General restrictions. Institutions
and individuals (and their affiliates)
suspended under this subpart shall be
ineligible during the period of
suspension to receive any form of
financial assistance under any
discretionary program awarded or
administered by HHS; applications or
requests for financial assistance
received under any discretionary
program shall not be considered and
shall be returned with a statement of the
reasons. However, when it is
determined essential in the public
interest by the Secretary, and exception
may be made to permit an institution or
individual to apply for and receive
support under a particular program on
the same basis as other eligible
applicants under the program
concerned. [n addition, where grounds
exist, the Secretary may also proceed to
terminate or suspend for cause ongoing
funded grants awarded to a suspended

grantee, as authorized by 45 CFR Part
74, Subpart M.

(b) Subcontracting and subgranting.
Suspended institutions and individuals
shall be ineligible to receive contracts,
subcontracts and subgrants under any
form of financial assistance awarded or
administered by HHS, and the
responsible HHS official and recipients
of financial assistance, as applicable,
shall decline to approve contracting,
subcontracting or subgranting with that
institution or individual, unless it is
determined by the Secretary to be
essential in the best interests of the
Government to grant such approval.

(c) Individuals. Suspended individuals
shall be ineligible to serve or participate
under any form of financial assistance
awarded or administered by HHS under
discretionary programs, including
service or participation in the conduct or
performance of those awards, or in the
administration of Federal funds.
Recipients of financial assistance shall
be responsible for compliance with this

provision, which constitutes a condition
of all awards of financial assistance.
Applications for financial assistance
proposing suspended individuals to
serve as principal investigators, project
directors, or those responsible for
administration of Federal funds, pr in
any other capacity, shall not be
considered and shall be returned to the
applicant with a statement of the reason
therefor,

§ 76.24 Publication of notice In Federal
Register of results of suspension actions.

(a) When an institution er individual
is suspended under this subpart, HHS
shall publish a notice in the Federal
Register containing as a minimum the
following information:

(1) The names of the suspended
institutions and individuals, and any
affiliates, and their addresses;

(2) The authority under which the
action was taken and a brief statement
of the reasons for the action;

(3) The extent of restrictions imposed,
including effective date: and

(4) Statement that the suspension is
for a temporary period of time, pending
the completion of debarment or other
proceedings, as applicable.

(b) A notice shall also be published in
the Federal Register when a suspension
is ended.

(c) The Secretary shall also establish
and maintain a current, consolidated list
of suspended institutions and
individuals for purposes of
administering affected discretionary
programs.

[FR Doc. 80-26916 Filed 10-8-80: 8:35 am|
BILLING CODE 4110-12-M
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Title 45—Public Welfare

Subtitle A—Department of Health, Education, and Welfare

Subpart M—Grant and Subgrant Clo-
seout, Suspension, and Termination

§74.110 Definitions.

“Grant closeout” means the-process
by which a granting agency deter-
mines that all applicable administra-
tive actions and all required work of
the grant have been completed by the
grantee and the granting agency.

“Suspension” of a grant means tem-
worary withdrawal of the grantee's au-
thority to obligate grant funds pend-
ing corrective action by the grantee or
a decision to terminate the grant.

“Termination' of a grant means per-
nanent withdrawal of the grantee's
anthority to obligate previously
awarded grant funds before that au-
thority wou!ld otherwise expire. It also
means the voluntary relinquishment
of that authority by the grantee. “Ter-
mination’ does not include:

(a) Withdrawal of funds awarded on
the basis of the grantee’s underesti-
mate of the unobligated balance in a
prior period;

(b) Refusal by the granting agency
to extend a grant or award additional
funds (such as refusal to make a com-
peting or noncompeting continuation,
renewal, extension, or supplemental
award);

(c) Withdrawal of the unobligated
palance as of the expiration of a grant;

(d) Annulment, i.e., voiding, of a
grant upon determination that the

award was obtained fraudulently, or
was otherwise illegal or invalid from

inception.
§74.111 Closeout.

(a) Each grant shall be closed out as
promptly as is feasible after expiration
or termination.

(b) In closing out HEW grants, the
following shall be observed:

(1) Upon request, HEW shall
promptly pay the grantee for any al-
lowable reimbursable costs not covered
by previous payments.

(2) The grantee shall immediately
refund or otherwise dispose of, in ac-
cordance with instructions from HEW,
any unobligated balance of cash ad-
vanced to the grantee.

(3) The grantee shall submit, within
90 days of the date of expiration or
termination, all financial, perform-
ance, and other reports required by
the terms of the grant. HEW may
extend the due date for any report
upon receiving a justified request from
the grantee, and may waive any report
which is not needed.

(4) The granting agency shall make
a settlement for any upward or down-
ward adjustment of the Federal share
of costs, to the extent called for by the
terms of the grant.

(e)1) The closeout of a grant does
not affect the retention period for, or
Federal rights of access to, grant rec-
ords. See subpart D of this part.

(2) If a grant is closed out without
audit, the granting agency retains the
right to disallow and recover an appro-
priate amount after fully considering
any recommended disallowances re-
sulting from an audit which may be
conducted later.

(3) The closeout of a grant does not
affect the grantee's responsibilities
with respect to property under sub-
part O of this part, or with respect to
any program income for which the
grantee is still accountable under sub-
part F of this part.

§74.112 Amounts payable to the Federal
Government.

For each grant, the following sums
shall constitute a debt or debts owed
by the grantee to the Federal Govern-
ment, and shall, if not paid upon
demand. be recovered from the grant-
ee Or its successor or assignees by set-
off or other action as provided by law:

(a) Any grant funds paid to the
grantee by the Federal Government in
excess of the amount to which the
grantee is finally determined to be en-
titled under the terms of the grant;

(b) Any interest or. other investment
income earned on advances of grant
funds which is due the Federal Gov-
ernment pursuant to § 74.47,;

(¢) Any royalties or other special
classes of program income which,
under the terms of the grant, are re-
quired to be remitted to the Federal
Government (see subpart F of this
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t)
paff:l) Any amounts due the Federal
Government under subpart O of this
part; and
(e) Any other amounts finally deter-
mined to be due the Federal Govern-
ment under the terms of the grant.

§74.113 Violation of terms.

(a) When a grantee has materially
failed to comply with the terms of a
grant, the granting agency may sus-
pend the grant, in accordance with
§ 7T4.114, terminate the grant for cause,
as provided in § 74.115, or take such
other remedies as may be legally avail-
able and appropriate in the ecircum-
stances.

(b) If a project or program is sup-
ported over two or more funding peri-
ods, a grant may be suspended or ter-
minated in the current period for fail-
ure to submit a report still due from a
prior period.

§74.114 Suspension.

(a) When a grantee has materially
failed to comply with the terms of a
grant, the granting agency may, upon
reasonable notice to the grantee, sus-
pend the grant in whole or in part.
The notice of suspension will state the
reasons for the suspension, any correc-
tive action required of the grantee,
and the effective date. The suspension
may be made effective at once if a de-
layed effective date would be unrea-
sonable considering the granting agen-
cy's responsibilities to protect the Fed-
eral Government's interest. Suspen-
sions shall remain in effect until the
grantee has taken corrective action
satisfactory to the granting agency. or
given evidence satisfactory to the
granting agency that such corrective
action will be taken, or until the grant-
ing agency terminates the grant.

(b) New obligations incurred by the
grantee during the suspension period
will not be allowed unless the granting
agency expressly authorizes them in
the notice of suspension or an amend-
ment to it. Necessary and otherwise al-
lowable costs which the grantee could
not reasonably avoid during the sus-
pension period will be allowed if they
result from obligations properly in-
curred by the grantee before the effec-
tive date of the suspension and not in

anticipation of suspension or termina-
tion. At the discretion of the granting
agency, third-party in-kind contribu-
tions applicable to the suspension
period may be allowed in satisfaction
of cost sharing or matching require-
ments.

(c) Appropriate adjustments to pay-
ments under the suspended grant will

.be made either by withholding subse-

quent payments or by not allowing the
grantee credit for disbursements made
in payment of unauthorized obliga-
tions incurred during the suspension
period.

§74.115 Termination.

(a) Termination for cause. The
granting agency may terminate any
grant in whole, or in part, at any time
before the date of expiration, when-
ever it determines that the grantee
has materially failed to comply with
the terms of the grant. The granting
agency shall promptly notify the
grantee in writing of the determina-
tion and the reasons for the termina-
tion, together with the effective date.

(b) Termination on other grounds.
Except as provided in paragraph (a) of
this section, grants may be terminated
in whole or in part only as follows:

(1) By the granting agency with the
consent of the grantee, in which case
the two parties shall agree upon the
termination conditions, including the
effective date and in the case of par-
tial terminations, the portion to ke
terminated, or

(2) By the grantee, upon written no-
tification to the granting agency, set-
ting forth the reasons for such termui-
nation, the effective date, and in the
case of partial terminations, the por-
tion to be terminated. However, if, in
the case of a partial termination, the
granting agency determines that the
remaining portion of the grant will
not accomplish the purposes for which
the grant was made, the granting
agency may terminate the grant in its
entirety under either paragraph (a) or
paragraph (b)(1) of this section.

(¢) Termination settlements. When a
grant is terminated, the grantee shall
not incur new obligations for the ter-
minated portion after the effective
date, and shall cancel as many out-
standing obligations as possible. The
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granting agency shall allow full credit
to the grantee for the Federal share of
the noncancellable obligations proper-
iy incurred by the grantee prior to ter-
mination.

§ 74.116 Applicability to subgrants.

Grantees shall adhere to the same
standards regarding closeout, suspen-
sion, and termination of subgrants as
are prescribed in this subpart for
granting agencies.

Title 42—Public Health

Subpart D—Public Health Service
Grant Appeals Procedure

Source: 39 FR 33782, Sept.
unless otherwise noted.

§50.101 Purpose.

This subpart establishes an informal
procedure for resolution of post-award
grant disputes prior to their submis-
sion to the Departmental Grant Ap-
peals Board established in 45 CFR
Part 16 (38 FR 9906, April 20, 1973).

§50.402 Applicability.

This subpart is applicable to all
grant programs which are subject to
45 CFR Part 16 (“Department Grant
Appeals Process”) and which are ad-
ministered by the National Institutes
of Health, the Health Services Admin-
istration, the Health Resources Ad-
ministration, the Center for Disease
Control, the Alcohol, Drug Abuse and
Mental Health Administration, or the
Food and Drug Administration, or by
the Public Health Service Regional
Offices. For the scope of 45 CFR Part
16, see 45 CFR 16.2 and the appendi-
ces to such part.

[41 FR 49987, Nov. 12, 1976]

§50.403 Policy.

The Secretary of Health and Human
Services has established a Depart-
mental Grant Appeals Board for the
purpose of reviewing and providing
hearings upon post-award disputes
which may arise in the administration
of certain grant programs by constitu-
ent agencies of the Department. Sec-
tion 16.5(b)(2) of the Charter (45 CFR
Part 16) which establishes such Board
authorizes DHHS agencies to establish

19, 1974,

informal appeal procedures whick
must be exhausted before a forma!
appeal to the Departmental Board wil
be allowed. Pursuant to § 16.5(b)2) o
that Charter, this document provide:
an informal preliminary procedure fo:
resolution of such disputes within the
Public Health Service, in order to pre
clude submission of cases to the De:
partmental Appeals Board before the
Public Health Service has had an op
portunity to review decisions of its of-
ficials and to settle disputes with gran-
tees.

§50.404 Scope.

(a) Adverse determinations to whict
this procedure is applicable are as fol
lows:

(1) Termination, in whole or in part
of a grant for failure of the grantee tc
carry out its approved project in ac
cordance with the applicable law anc
the terms and conditions of such as
sistance or for failure of the grantee
otherwise to comply with any law, reg
ulation, assurance, term, or conditior
applicable to the grant.

(2) A determination that an expendi-
ture not allowable under the grant has
been charged to the grant or that the
grantee has otherwise failed to dis-
charge its obligation to account for
grant funds.

(3) The disapproval of a grantee’s
written request for permission to incur
an expenditure during the term of a
grant.

(4) A determination that a grant is
void.

(b) A determination described in
paragraph (a) of this section may not
be reviewed by the review committee
described in § 50.405 unless an office:
or employee of the agency or the Re-
gional Office has notified the grantee
in writing of such determination. Such
notification shall set forth the reasons
for the determination in sufficient
detail to enable the grantee to respond
and shall inform the grantee of his op-
portunity for review under this sub-
part. In the case of a determination
under paragraph (aX3) of this section,
the failure of an agency or a Regional
Office to approve a grantee’s request
within a reasonable time, which shall
be no longer than 30 days after the
postmark date of the grantee’s request
shall be deemed by the review commit-
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tee a notification for purposes of this
paragraph.

(c) Prior to submission to the De-
partmental Grant Appeals Board of an
issue covered by paragraph (a) of this
section, the grantee must exhaust the
procedure set forth in § 50.406 of this
subpart.

§50.405 Review committees.

The head of each agency or his des-
ignee shall appoint review committees
for reviewing appeals of adverse deter-
minations made by Headquarters offi-
cials in his agency. For adverse deter-
minations made by Regional Offices
the Assistant Secretary for Health or
his designee shall appoint review com-
mittees. A minimum of three employ-
ees shall be appointed (one of whom
shall be designated as chairman)
either on an ad hoc, case-by-case basis,
or as regular members of review com-
mittees for such terms as may be des-
ignated. None of the members of the
review committee reviewing any given
appeal may be from the office of the
responsible official whose determina-
tion is being appealed.

§50.406 Procedure.

(a) A grantee with respect to whom
an adverse determination described in
§ 50.404(a) above has been made and
who desires a review of such determi-
nation must submit a request for such
review to the head of the appropriate
agency or his designee (or in the case
of Regional Office determinations to
the Assistant Secretary for Health or
his designee) no later than thirty (30)
days after the written notification of
such determination is received: Pro-
vided, That

(1) An extension of time may be
granted for good cause shown, and

(2) Where the determination is one
described in § 50.404(2)(3), the gran-
tee's request for review must be post-
marked no later than 90 days after the
postmark date of the grantee’s request
for permission to incur an expendi-
ture.

(b) Although the request for review
need not follow any prescribed form, it
shall contain a full statement of the
grantee’'s position with respect to the
determination being appealed and the
pertinent facts and reasons in support
of such position. Except in the case of

a determination described in the last
sentence of § 50.404(b), the grantee
shall attach to this submission a copy
of the notice of adverse determination.

(c) When a request for review has
been filed under this subpart with re-
spect to a determination, no action
may be taken by the awarding agency
or Regional Office pursuant to such
determination until such request has
been disposed of, except that the filing
of the request shall not affect the au-
thority which the agency or Regional
Office may have to suspend assistance
or otherwise to withhold or defer pay-
ments under the grant during proceed-
ings under this subpart.

(d) Upon receipt of such a request,
the head of the agency or his designee
(or, if the adverse determination was
made in a Regional Office, the Assist-
ant Secretary for Health or his desig-
nee) will immediately notify the office
responsible for the adverse determina-
tion.

(e) The agency or Regional Office
involved will provide the review com-
mittee appointed pursuant to § 50.405
with copies of all background materi-
als (including application, award, sum-
mary statements, and correspondence)
and any additional information availa-
ble.

(f) The review committee may, at its
discretion, invite the grantee, the
agency or Regional Office staff, or
both to discuss with the review com-
mittee pertinent issues, and to submit
such additional information as it
deems appropriate.

(g) Based on its review, the review
committee will prepare a written re-
sponse to be signed by the chairman.
This written response shall be sent to
the grantee, with a copy to the official
responsible for the adverse determina-
tion. If such response is adverse to the
grantee's position, the correspondence
shall state the grantee's right to
appeal to the Departmental Grant Ap-
peals Board, pursuant to 45 CFR Part
186.
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Federal Register / Vol. 48, No. 168 / Monday, August 31, 1981

43816

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Office of the Secretary
45 CFR Parts 16 and 74

Grant Appeals Board; Process for
Appeals From Final Written Decisions

AGENCY: Department of Health and
Human Services.
acTion: Final rule.

suMMaRY: The Department of Health
and Human Services (HHS) revises 45
CFR Part 16 lo substitute new
requirements and procedures applicable
to disputes arising under certain HHS
grant and cooperative agreement
programs. HHS also adds certain related
provisions to 45 CFR Part 74, which
contains general requirements
applicable to all HHS grant and
cooperative agreement programs. The
provisions will improve the
Department's capability to provide a
fair, quick and flexible process for
appeals from final written decisions.
DATE: Effective September 30, 1981
FCR FURTHER INFORMATION CONTACT:
John Settle, Chair, Departmental Grant
Appeals Board. Room 2004, Switzer
Building, 330 C Street, S.W.,
Washington, D.C. 20201; Telephone:
(202) 245-0222.

SUPPLEMENTARY INFORMATION:

1. Background

On January 8, 1981, HHS published a
Notice of Proposed Rulemaking in the
Federal Register containing proposed
new requirements and procedures
applicable to the Departmental Grant
Appeals Board and those who use the
Board's dispute resolution services (48
FR 1844). The rules below contain
changes made in response to comments
received.

II. Summary of comments and changes

QOverall, the comments were very .
supportive of the proposed procedures.

The few criticisms are discussed below.

Small cases. We invited comment on
whether we should eliminate Board
review of small cases, suggesting a
threshold of $5,000. Comments were
negative; furthermore, since we receive
few cases under $5,000, the savings of
time by the Board would be minimal.
We therefare have not eliminated small
cases from Board jurisdiction. The
procedures do contain an expedited
review process for cases of 525,000 or
less (§ 18.12).

Subgrantees. One commenter argued
that subgrantees of HHS grantees
should have a right to appeal to the
Board. We have not provided such a
general right of access. The Board's
primary responsibility is to-deal with
disputes between HHS and its grantees,
and Board resources are not great
enough to permit us to substantially
expand our role. Furthermore, HHS has
no direct relationship with the
subgrantee, and disputes between the
subgrantee and the grantee generally
should be resolved between those
parties. The rules do contain a provisian
(8§ 18.18) under which a subgrantee
which is the real party in interest can
intervene if the appellant does not
objgct. and any party with an
identifiable interest in a case may, in the
discretion of the Board, participate in
the process in some lesser manner (for
example, by submitting a brief].

Standard of review. One commenter
suggested that the Board adopt a
standard of review, such as a
“substantial evidence” test. We have
not done so because the wide range of
programs the Board serves, and the
complexity of issues within those

programs, cannot be adequately covered
by a single standard of review or burden
of proof statement.

Conflict of interest. One commenter
felt that the proposed rules were weak
concerning potential conflicts of interest
on the part of Board personnel. We have
modified the provisions to state an
affirmative but general standard, based
on the Code-of Judicial Conduct and
case law such as-Cindere/la Career &
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Finishing Schools, Inc. v. FTC, 425 F.2d
583, 591 (D.C. Cir. 1970). This case states
that the test for disqualification is
whether a disinterested observer could
conclude that the decisionmaker “has in
some measurs adjudged the facts as
well as the law of & particular case in
advance of hearing it” Canon 3.C.(1) of
the qﬁ‘:liﬁy s:f;’tf;t “a judge should

dis i in a proceeding in
which his impartiality might reasonably
be questioned.” and lists examples of
circumstances. The Board will use the
Code and relevant case law as guidance
in applying its rule (see § 16.5(d)).

Filing time limits. Three commenters
felt the time frames in §§ 16.7 and 16.8
wers too short. We have not modified
these provisions. because we believe
that the commenters failed to realize
that the new-provisions actually
represent a substantial expansion of
front-end filing time over existing
regulations. Under provisions currently
in effect, the grantee is required to file
an application for review within 30 days
after the adverse agency decision. The
application for review contains both
notice of an appesl and the appellant's
substantive argument. Under the new
rule, an appellant has 30 days to file a
notice of appeal (which can be very
brief) and then has a further 30 days to
prepare its argument after the Board
acknowledges the notice of appeal.
Thus, §§ 16.7 and 16.8 more than double
the amount of front-end time the
appellant has to prepare its position.

In return for this expanded time at the
beginning of the appeal, the Board
expects greater completeness in grantee
briefing, so that the Board will save time
later by avoiding successive requests for
information or briefing.

Uses of conferences. Section 16.10 has
been modified slightly to clarify-that the
conference is provided not only to elicit
answers to specific questions from the
Board, but also to give the parties an
opportunity to make an oral
presentation. The Board still intends 1o
keep the scope of the conference, to the
maximum extent practicable, restricted
to consideration of material in the
appeal file. The conference is not an
evidentiary hearing.

Electing a hearing. One commenter
found § 18.11(a) too restrictive, reading
it to mean that unless a party
specifically requested a hearing at the
outset of a case, none would be granted,
regardless of the issues involved. The
'‘commenter suggested this would lead to
pro forma requests for hearings in all
cases. This interpretation was not
intended, and we have added language
to make it clear that the Board can
respond to a later request for a hearing
or can schedule one on its own.

Prehearing conferences and-the
record. One commenter stated that it
was “uneasy” about § 18.11(b), which
states that the Board, “after consulting
with the parties,” may reduce the results
of an informal prehearing conference to
writing in a document which would be
made part of the record. The commenter
felt that both parties should be given the
opportunity of reviewing and -
commenting on what the Board proposes
to include in the record. The Board
intends to provide precisely that
opportunity, and that is how the Board
will interpret the “consulting” phrase.

Sanctions. Two commenters felt the
provisions of § 16.15(b), providing for
possible dismissal of an appeal for
failure to meet deadlines, were too
severe or unfair compared to penalties
applicable to the HHS component. The
procedures give the Board ample
authority to accommodate the legitimate
needs of grantees which need
extensions for valid reasons, but we
cannot allow unreasonable delays. The
reason the procedures do not
contemplate dismissal against the HHS
component for failure to meet deadlines
is that there is a substantial legal and
policy question whether the Board could
or should take an action effectively
precluding HHS from recouping funds
which HHS determined the grantee
possesses or claims illegally, by virtue,
for example, of having incurred an
unallowable cost. If the HHS component
does unreasonably delay, the Board can
treat the HHS case as submitted for
decision based on the record assembled
to that point.

Secretarial review. The provision
which provoked the most comments was
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proposed § 16.21(c), which provided that
Board decisions would not be final and
would be subject to modification in
whole or part at the discretion of the
Secretary. The Department continues to
study whether Board decisions should
be “final" or should be subject to
Secretarial review. In order to avoid
further delay in implementing the other
provisions, these procedures are being
published without § 16.21(c), and that
section is reserved for the addition of a
provision dealing with the matter of the
finality of Board decisions. In the
interim, the decisions of the Board will
be the final administrative action of the
Department on the matter in dispute.
Staying agency action. Several
commenters objected to § 16.22(b), on
the basis that it gives an HHS
component too much authority to take
action pending the outcome of the
appeal. The range of actions an HHS
component may take under the
provisions of § 16.22(b) (1) through (3]
are reasonably limited; the broadest
authority is contained in § 16.22(b)(4),
which provides for any other action
"specifically authorized by statute or
regulation.” The latter provision merely
restates whatwould be the rule even if
this provision were not-included here,
and we believe that commenters'
attention-generally should focus on the
adequacy or desirability of any specific
provision of law or regulation that may
be proposed by an HHS component to
authorize or require predecision action.
However, we have clarified
§ 16:22(b)(3). 1t is intended to apply only
to certain Social Security Act programs
in situations where a disallowance is
taken, based on a report of actual
expenditures, before the disallowed
claim h_u ever been approved.
‘Provisions related to jurisdiction. The
final rule adds disallowances under
Title Il of the Older American Act.
Under a final rule published by the
Social Security Administration (46 FR
29190, May 29, 1981), the Board will also
review certain audit determinations, and
provide a hearing on a proposed finding
of “'substantial failure,” in disputes
arising under-section 221 of the Social

Security Act.

One commenter expressed
“disappointment" that the Board would
rely so heavily on HHS component input
in situations where Board jurisdiction is
unclear, since we will be bound by an
HHS opinion that is not clearly
erroneous (Appendix A, Paragraph G).
The determination that the Board should
have jurisdiction for certain programs
reflects a policy decision by
Departmental managers. Thus, it would
be inappropriate for the Board to extend
jurisdiction to cases where we did not
clearly have it. Furthermore, it is
important to have a rapid decision-
forcing mechanism in these unclear
cases, to let the grantee and the agency
involved know quickly what their
review options are.

“Final” agency decisions. Concerning
proposed § 74.304, one commenter
observed that there can be a problem
with an HHS component delaying a final
decision, so that failure to provide a
final decision should trigger a right to
appeal. We have not included such a
provision. It is administratively very
difficult to determine the scope of an
undefined dispute, and thus in most
cases virtually impossible to adjudicate
it. The Board's regulation does indicate
that an agency should issue a decision
“promptly.” Board personnel who
participate in agency training sessions
continually try to impress upon agency
personnel the need to issue timely final
decisions, both to reduce legal and
political risk and to foster good grantee/
grantor relationships.

Minor wording changes. A number of
other minor changes have been made to
assure copsistent terminology, to clarify
meaning without substantial change,
and to improve grammar and style.

Ill. Continuing comments invited

Although this is a final rule, we invite
comment and criticism on & continuing
basis, and we will make modifications
in the future as they are meeded. Please
communicate with the Chair,
Deparimental Grant Appeals Board,
Room 2004, Switzer Building, 330 C
Street, S.W., Washington, D.C. 20201
(telephone 202/245-0222), '
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IV. Implementation

These procedures apply to all appeals
filed on and after the effective date.
These procedures also apply to all
appeals pending on the effective date, to
the extent practicable and not
inconsistent with fairness to the parties.
The Board will conduct all hearings and
conferences in pending appeals in
accordance with the new §§ 16.5, 16.10
and 16.11, but the parties in these cases
are not required to duplicate earlier
effort by developing the appeal file
under new § 16.8. Unless the parties
otherwise agree, the expedited process
in § 16.12 does not apply to pending
appeals. The Board will consult with the
parties in each pending appeal
concerning the transition to the new
procedures, and will apply the old
procedures where a party shows why
they would be fairer in that appeal.

Accordingly, the Department amends
45 CFR as follows:

1. By revising Part 16 as follows:

PART 16—PROCEDURES OF THE
DEPARTMENTAL GRANT APPEALS
BOARD

Sec.

16.1 What this part does.

16.2 Definitions. .

18.3 When these procedures become
available.

16.4 Summary of procedures below

16.5 How the Board operates.

16.6 Who represents the parties.

167 The Hirst steps in the appeal process:
the notice of appeal and the Board's
response.

16.8 The next step in the appeal process:
preparation of an appeal file and written
argument.

16.9 How the Board will promote
development of the record.

18.10 Using a conference.

1811 Hearing.

16.12 The expedited process.

16.13 Powers and responsibilities.

16.14 How Board review is limited.

16.15 Failure to meet deadlines and other
requirements.

18.16 Parties to the appeal

16.17 Ex parte communications
(communications outside the record).

16.18 Mediation.

16.18 How to calculate deadlines.

1620 How to submit material to the Board.

16.21 Record and decisions.
18.22 The effect of an appeal.
16.23 How long an appeal takes.

Appendix A—What Disputes the Board
Reviews.

Authority: 5 US.C. 301 and sections 1, 5, 8,
and 7 of Reorganization Plan No. 1 of 1953, 18
FR 2053, 67 Stat. 631 and authorities cited in
the Appendix.

§16.1 What this part does.

This part contains requirements and
procedures applicable to certain
disputes arising under the HHS
programs described in Appendix A. This
part is designed to provide a fair,
impartial, quick and flexible process for
appeal from written final decisions. This
part supplements the provisions in Part
74 of this title.

§ 16.2 Definitions.

(a) “Board" means the Departmental
Grant Appeals Board of the Department
of Health and Human Services.
Reference below ta an action of “the
Board” means an action of the Chair,
another Board member, or Board staff
acting at the direction of a Board
member. In certain instances, the
provisions restrict action to particular
Board personnel, such as the Chair or a
Board member assigned to.a case.

(b) Other terms shall have the
meaning set forth in Part 74 of this title,
unless the context below otherwise
requires.

§ 16.3 When these procedures become
available.

Before the Board will take an appeal,
three circumstances must be present:

(a) The dispute must arise under a
program which uses the Board for
dispute resolution, and must meet any
special conditions established for that
program. An explanation is contained in
Appendix A.

(b) The appellant must have received
a final written decision, and must
appeal that decision within 30 days after
receiving it. Details of how final
decisions are developed and issued, and
what must be in them, are contained in
45 CFR 74.304.

(c) The appellant must have
exhausted any preliminary appeal
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process required by regulation. For
example, see 42 CFR Part 50 (Subpart D)
for Public Health Service programs and
Part 75 of this title for rate
determinations and cost allocation
plans. In such cases, the “final written
decision" required for the Board's
review is the decision resulting from the
preliminiary review or appeal process.
Appendix A contains further details.

§16.4 Summary of procedures below.
The Board's basic process is review of-
a written record (which both parties are
given ample opportunity to develop),
consisting of relevant documents and
statements submitted by both parties
(see § 18.8). In addition, the Board may
hold an informal conference (see
§ 18.10). The informal conference
primarily involves questioning of the
participants by a presiding Board
member. Conferences may be conducted
by telephone conference call. The
written record review also may be
supplemented by a hearing involving an
opportunity for examining evidence and
wilnesses, cross-examination, and oral
argument (see § 18.11). A hearing is
more expensive and time-consuming
than a determination on the written
record alone or with an informal
conference. Generally, therefore, the
Board will schedule & hearing only if the
Board determines that there are complex
issues or material facts in dispute, or
that the Board's review wauld otherwise
be significantly enhanced by a hearing.
Where the amount in dispute is $25,000
or less, there are special expedited
procedures (see § 16.12 of this part). In
all cases, the Board has the flexibility to
modify procedures to ensure fairness, to
avoid delay, and to accommodate the
peculiar needs of a given case. The
Board makes maximum feasible use of
preliminary informal steps to refine
issues and to encourage resolution by
the parties. The Board also has the
capability to provide mediation services
(see § 18.18).

§ 16.5 How the Board operates.

(a) The Board's professional staff
consists of a Chair (who is also a Board
member) and full- and part-time Board

members, all appointed by the
Secretary; and a staff of employees and
consultants who are attorneys or
persons from other relevant disciplines,
such as accoun

(b} The Chair will assign a Board
member to have lead responsibility for
each case (the “presiding Board
member”). The presiding Board member
will conduct the conference or hearing,
if one is held. Each decision of the Board
is issued by the presiding Board member
and two other Board members.

(c) The Board staff assists the
presiding Board member, and may
request information from the parties;
conduct telephone conference calls to
request information, to clarify issues, or
to schedule events; and assist in
developing decisions and pther
documents in a case.

(d) The Chair will assure that no
Board or staff member will participate in
a case where his or her impartiality
could reasonably be questioned.

(e) The Board's powers and
responsibilities are set forth in § 16.13.

§16.8 Who represents the parties.

The appellant's notice of appeal, or
the first subsequent submission to the
Board, should specify the name, address
and telephone number of the appellant's
representative. In its first submission to
the Board and the appellant, the
respondent (i.e., the federal party to the
appeal) should specify the name,
address and telephone number of the
respondent’s representative,

§ 16.7 The first steps in the appeal
process: the notice of appeal and the
Board's response.

(a) As explained in 45 CFR 74.304, a
prospective appellant must submit a
notice of appeal to the Board within 30
days after receiving the final decision.
The notice of appeal must include a
copy of the final decision, a statement of
the amount in dispute in the appeal, and
a brief statement of why tl.e decision is’
wrong.

(b) Within ten days after receiving the
notice of appeal, the Board will send an
acknowledgment, enclose a copy of
these procedures, and advise the
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appellant of the next steps. The Board
will also send a copy of the notice of
appeal, its attachments, and the Board's
acknowledgment to the respondent. If
the Board Chair has determined that the
appeal does not meet the conditions of
§ 16.3 or if further information is needed
to make this determination, the Board
will notify the parties at this point.

§16.8 The next step in the appeal process:
preparation of an appeal file and written
argument.

Except in expedited cases (generally
those of $25,000 or less; see § 16.12 for
details), the appellant and the
respondent each participate in
developing an appeal file for the Board
to review. Each also submits written
argument in support of its position. The
responsibilities of each are as follows

(a) The appellant’s responsibility.
Within 30 days after receiving the
acknowledgment of the appeal, the-
appellant shall submit the following to
the Board (with a copy to the
respondent):

(1) An appeal file containing the
documents supporting the claim, tabbed:
and organized chronologically and
accompanied by an indexed list
identifying each document. The
appellant should include only those
documents which are important to the
Board's decision on the issues in the
case.

(2) A written statement of the
appellant’'s argument concerning why
the respondent’s final decision is wrong
(appellant’s brief).

(b) The respondent’s responsibility.
Within 30 days after receiving the
appellant's submission under paragraph
(a) of this section, the respondent shal'
submit the following to the Board{with
a copy to the appellant):

. (1) A supplement to the appeal file
containing any additional documents
supporting the respondent’s position.
organized and indexed as indicated
under paragraph (a) of this section. The
respondent should avoid submitting
duplicates of documents submitted by
the appellant.

(2) A written statement (respondent’s
brief) responding to the appellant's brief

(c) The appellant's reply. Within 15
days after receiving the respondent's
submission, the appellant may submit'a
short reply. The appellant should avoid
repeating arguments already made:

(d) Cooperative efforts. Whenever
possible, the parties should try to
develop a joint appeal file, agree to
preparation of the file by one of them,
agree to facts to eliminate the need for
some documents, or agree that one party
will submit documents identified by the
other. .

(e) Voluminous documentation.
Where submission of all relevant
documents would lead to a voluminous
appeal file (for example where review of
a disputed audit finding of inadequate
documentation might involve thousands
of receipts), the Board will consult with
the parties about how to reduce the size
of the file.

§16.9 How the Board will promote
development of the record.

The Board may, at the time it
acknowledges an appeal or at any
appropriate later point, request
additional documents or information;
request briefing on issues in the case;
issue orders to show cause why a
proposed finding or decision of the
Board should not become final; hold
preliminary conferences (generally by
telephone) to establish schedules and
refine issues; and take such other steps
as the Board determines appropriate to
develop a prompt, sound decision.

§ 16.10 Using a conference.

(&) Once the Board has reviewed the
appeal file, the Board may, on its own or
in response to a party's request,
schedule an informal conference. The
conference will be conducted by the
presiding Board member. The purposes
of the conference are to give the parties
an opportunity to make an oral
presentation and the Board an
opportunity to clarify issues and
question both parties about matters
which the Board may not yet fully
understand from the record.

(b) If the Board has decided to hold a
conference, the Board will consult or
correspond with the parties to schedul
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the conference, identify issues, and
discuss procedures. The Board will
identify the persons who will be allowed
to participate, along with the parties'
representatives, in the conference. The
parties can submit with their briefs
under §16.8 a list of persons who might
participate with them. indicating how
each person is involved in the matter. If
the parties wish, they may also suggest
questions or areas of inquiry which the
Board may wish to pursue with each
participant.

(c) Unless the parties and the Board
otherwise agree. the following
procedures apply:

(1) Conferences will be recorded at
Department expense. On request, a
party will be sent one copy of the
transcript. The presiding Board member
will insure an orderly transcript by
controlling the sequence and
identification of speakers.

(2) Only in exceptional circumstances
will documents be received ata
conference. Inquiry will focus on
material in the appeal file. If a party
finds that further documents should be
in the record for the conference, the
party should supplement the appeal file,
submitting a supplementary index and
copies of the documents to the Board
and the other party not less than ten
days prior to the conference.

(3) Each party’s representative may
make an oral presentation. Generally,
the only oral communications of other
participants will consist of statements
requested by the Board or responses to
the Board's questions. The Board will
allow reply comment, and may allow
short closing statements. On request, the
Board may allow the participants to
question each other. .

(4) There will be no post-conference
submissions, unless the Board
determines they would be helpful to
resolve the case. The Board may require
or allow the parties to submit proposed
findings and conclusions.

§ 16.11 Hearing.

(a) Electing a hearing. If the appellant
believes a hearing is appropriate, the
appellant should specifically request

one at the earliest possible time (in the
notice of appeal or with the appeal file).
The Board will approve a request (and
may schedule a hearing on its own or in
response to a later request) if it finds
there are complex issues or material
facts in dispute the resolution of which
would be significantly-aided by a
hearing, or if the Board determines that
its decisionmaking otherwise would be
enhanced by oral presentations and
arguments in an adversary, evidentiary
hearing. The Board will also provide a
hearing if otherwise required by law or
regulation.

(b) Preliminary conference before the
hearing. The Board generally will hold a
prehearing conference (which may be
conducted by telephone conference call)
to consider any of the following: the
possibility of settlement; simplifying and

issues; stipulations and
admissions; limitations on evidence and
witnesses that will be presented at the
hearing; scheduling the hearing; and any
other matter that may aid in resolving
the appeal. Noimally, this conference
will be conducted informally and off the
record; however, the Board, after
consulting with the parties, may reduce
results of the conference to writing in &
document which will be made part of
the record. or may transcribe
proceedings 2 1d make the transcript
part of the record.

(c) Where hearings are held. Hearings
generally are held in Washington, D.C.
In exceptional circumstances, the Board
may hold the hearing at an HHS
Regional Office or other convenient
facility near the appellant.

(d) Conduct of the hearing. (1) The
presiding Board member will conduct
the hearing. Hearings will be as informal
as reasonably possible, keeping in mind
the need to establish an orderly record.
The presiding Board member generally
will admit evidence unless it is
determined to be clearly irrelevant,
immaterial or unduly repetitious, so the
parties should avoid frequent objections
to questions and documents. Both sides
may make opening and closing
siatements, may present witnesses as
agreed upon in the prehearing
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conference, and may cross-examine.
Since the parties have ample
opportunity to develop a complete
appeal file, a party may introduce an
exhibit at the hearing only after
explaining to the satisfaction of the
presiding Board member why the exhibit
was not submitted earlier (for example,
because the information was not
available).

(2) The Board may request the parties
to submit written statements of
witnesses to the Board and each other
prior to the hearing so that the hearing
will primarily be concerned with cross-
examination and rebuttal.

(3) False statements of a witness may
be the basis for criminal prosecution
under sections 287 and 1001 of Title 18
of the United States Code.:

(4) The hearing will be recorded at
Department expense.

(e) Procedures after the hearing. The
Board will send one copy of the
transcript to each party as soon as it is
received by the Board. At the discretion
of the Board, the parties may be
required or allowed to submit post-
hearing briefs or proposed findings and
conclusions (the parties will be informed
at the hearing). A party should note any
major prejudicial transcript errors in an
addendum to its post-hearing brief (or if
no brief will be submitted, in a letter
submitted within a time limit set by the
Board).

§16.12 The expedited process.

(a) Applicability. Where the amount
in dispute is $25,000 or less, the Board
will use these expedited procedures,
unless the Board Chair determines
otherwise under paragraph (b) of this
section. If the Board and the parties
agree, the Board may use these
procedures in cases of more than
$25,000.

(b) Exceptions. If there are unique or
unusually complex issues involved, or
other exceptional circumstances, the
Board may use additional procedures.

(c) Regular expedited procedures. (1)
Within 30 days after receiving the
Board's acknowledgment of the appeal
(see § 18.7), each party shall submit to
the Board and the other party any

relevant background documents
(organized as required under § 16.8),
with a cover letter (generally not to
exceed ten pages) containing any
arguments the party wishes to make.

(2) Promptly after receiving the
parties’ submissions, the presiding
Board member will arrange a telephone
conference call to receive the parties’
oral comments in response to each
other's submissions. After notice to the
parties, the Board will record the call.
The Board member will advise the
parties whether any oppertunities for
further briefing, submissions or oral
presentations will be established..
Cooperative efforts will be encouraged
(see § 16.8(d)).

(3) The Board may require the parties
to submit proposed findings and
conclusions.

(d) Special expedited procedures
where there has already been review.
Some HHS components (for example,
the Public Health Service) use a board
or other relatively independent
reviewing authority to conduct a formal
preliminary review process which
results in a written decision based on a
record including documents or
statements presented after reasonable
notice and opportunity to present such
material. In such cases, the following
rules apply to appeals of $25,000 or less
instead of those under paragraph (c) of
this section:

(1) Generally, the Board's review will
be restricted to whether the decision of
the preliminary review authority was
clearly erroneous. But if the Board
determines that the record is
inadequate, or that the procedures under
which the record was developed in &
given instance were unfair, the Board
will not be restricted this way.

(2) Within 30 days after receiving the
Board's acknowledgment of appeal (see
§ 18.7), the parties shall submit the-
following:

(i) The appellant shall submit to the
Board and the respondent a statement
why the decision was clearly erroneous.
Unless allowed by the Board after
consultation with the respondent, the
appellant shall not submit further
documents.
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(ii) The respondent shall submit to the
Board the recerd in the case. If the
respondent has reason to believe that all
materials in the record already are in
the possession of the appellant, the
respondent need only send the appellant
a list of the materials submitted to the
Board.

(iii) The respondent may, if it wishes,
submit a statement why the decision
was not clearly erroneous.

(3) The Board, in its discretion, may
allow or require the parties to present
further arguments or information.

§ 16.13 Powers and responsibilitiea.

In addition to powers specified
elsewhere in these procedures, Board
members have the power to issue orders
(including “show cause” orders); to
examine witnesses; to take all steps
necessary for the conduct of an orderly
hearing; to rule on requests and motions,
including motions to dismiss; to grant
extensions of time for good reasons; to
dismiss for failure to meet deadlines and
other requirements; to close or suspend
cases which are not ready for review; to
order or assist the parties to submit
relevant information; to remand a case
for further action by the respondent; to
waive or modify these procedures in a
specific case with notice to the parties;
to reconsider a Board decision where a
party promptly alleges-a clear error of
fact or law; and to take any other action
necessary to resolve disputes in
accordance with the objectives of these
procedures. '

§ 16.14 How Board review is limited.
The Board shall be bound by all
applicable laws and regulations.

§16.15 Failure to meet deadlines and
other requirements.

(a) Since one of the objectives of
administrative dispute resolution is to
provide a decision as fast as possible
consistent with fairness, the Board will
not allow parties to delay the process
unduly. The Board may grant extensions
of time, but only if the party gives a
good reason for the delay.

(b) If the appellant fails to meet any
. filing or procedural deadlines, appeal
file or brief submission requirements, or

other requirements established by the
Board, the Board may dismiss the
appeal, may issue an order requiring the
party to show cause why the appeal
should not be dismissed, or may take
other action the Board considers
appropriate.

(c) If the respondent fails to meet any
such requirements, the Board may issue
a decision based on the record’
submitted to that point or take such
other measures as the Board considers
appropriate,

§ 16.16 Parties to the appeal.

(a) The only parties to the appeal are
the appellant and the respondent. If the
Bt ard determines that a third person is
a real party in interest (for example,
where the major impact of an audit
disallowance would be on the grantee’s
contractor, not on the grantee), the
Board may allow the third person to
present the case on appeal for the
appellant or to appear with a party in
the case, after consultation with the
parties and if the appellant does not
object.

(b) The Board may also ellow other
participation, in the manner and by the
deadlines established by the Board,
where the Board decides that the
intervenor has a clearly identifiable and
substantial interest in the outcome of
the dispute, that participation would
sharpen issues or otherwise be helpful
in resolution of the dispute, and that
participation would not result in
substantial delay.

§ 16.17 Ex parte communications
(communications outside the record).

(a) A party shall not communicate
with a Board or staff member about
matters involved in an appeal without
notice to the other party. If such
communication occurs, the Board will
disclose it to the other party and make it
part of the record after the other party
has an opportunity to comment. Board
members and staff shall not consider
any information outside the record (see
§ 16.21 for what the record consists of])
about matters involved in an appeal.

(b) The above does not apply to the
following: communications emong Board
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members and staff; communications
concerning the Board's administrative
functions or procedures; requests from
the Board to a party for a document
(although the material submitted in
response also must be given to the other
party); and material which the Board
includes in the record after notice and

an opportunity to comment.
§ 16.18 Mediation.

(a) In cases pending before the Board.
If the Board decides that mediation
would be useful to resolve a dispute, the
Board, in consultation with the parties,
may suggest use of mediation techniques
and will provide or assist in selecting a
mediator. The mediator may take any
steps agreed upon by the parties to
resolve the dispute or clarify issues. The
results of mediation are not binding on
the parties unless the parties so agree in
writing. The Board will internally
insulate the mediator from any Board or
staff members assigned to handle the
appeal.

(b) In other cases. In any other grants
dispute, the Board may, within the
limitations of its resources, offer persons
trained in mediation skills to aid in
determinations of award amount or
disposition of unobligated balances, or
selection in the award document of an
option for disposition of program-related
income.

(2) A termination for failure to comply
with the terms of an award.

(3) A denial of a noncompeting
continuation award under the project
period system of funding where the
denial is for failure to comply-with the
terms of a previous award.

(4) A voiding (a decision that an
award is invalid because it was not
authorized by statute or regulation or
because it was fraudulently obtained).

(b) Where an HHS component uses a
preliminary appeal process (for
example, the Public Health Service), the
“final written decision" for purposes of
Board review is the decision issued as a
result of that process.

D. Cost allocation and rate disputes.

The Board reviews final written
decisions in disputes which may affecta

number of HHS programs because they
involve cost allocation plans or rate
determinations. These include decisions
related to cost allocation plans
negotiated with State or local
governments and negotiated rates such
as indirect cost rates, fringe benefit
rates, computer rates, research patient
care rates, and other special rates. The
“final written decision” for purposes of
Board review of these disputes is the
decision issued as a result of the
preliminary appeal process at Part 75 of
this title.

E. S5I agreement disputes.

The Board reviews disputes in the
Supplemental Security Income (SSI)
program arising under agreements for
Federal administration of State
supplementary payments under section
1616 of the Social Security Act or
mandatory minimum supplements under
section 212 of Pub. L. 93-66. In these
cases, the Board provides an
opportunity to be heard and offer
evidence at the Secretarial level of
review as set out in the applicable
agreements. Thus, the “final written
decision" for purposes of Board review
is that determination appealable to the
Secretary under the agreement.

F. Where Board review is not available.

The Board will not review a decision
if a hearing under 5 U.S.C. 554 is
required by statute, if the basis of the
decision is a violation of applicable civil
rights or nondiscrimination laws or
regulations (for example, Title VI of the
Civil Rights Act), or if some other
hearing process is established pursuant
to statute.

G. How the Board determines whether it
will review a case.

Under § 16.7, the Board Chair
determines whether an appeal meets the
requirements of this Appendix. If the
Chair finds that there is some question
about this, the Board will request the
written opinion of the HHS component
which issued the decision. Unless the
Chair determines that the opinion is
clearly erroneous, the Board will be
bound by the opinion. If the HHS
component does hot respond within a



HHS Debarment Regulations

259

time set by the Chair, or cannot
determine whether the Board clearly
does or does not have jurisdiction, the
Board will take the appeal.

PART 74—ADMINISTRATION OF
GRANTS

2. Part 74 of Title 45 of the CFR is
amended as set forth below:

a. Subparts R and S are reserved as
follows:

Subpart R—{Reserved]

Subpart S—{Reserved]

b. The table of contents is revised by
adding entries for a new Subpart T, as
follows:

L] - L - L]

Subpart T—Miscellaneous
Sec.

74.250-74.303 [Reserved]
74.304 Final decisions in disputes.

Subpart T—Miscellaneous
§§ 74.250-74.303 [Reserved]

§74.304 Final decisions in disputes.

(a) Granting agencies and other
Departmental components attempt to
promptly issue final decisions in
disputes and in other matters affecting
the interests of grantees. However, they
do not issue a final decision adverse to
the grantee until it is clear that the
matter cannot be resolved informally
through further exchange of information
and views.

(b) Under various HHS statutes or
regulations, grantees have the right to
appeal from, or to have a hearing on.
certain final decisions by Departmental
components. (See, for example, Subpart
D of 42 CFR Part 50 and 45 CFR Parts 18
and 75.) Paragraphs (c) and (d) of this
section set forth the standards the
Department expects its components te
meet in stating a final decision covered
by any of the statutes or regulations,

(c) The decision is brief but
contains—

(1) A complete statement of the
background and basis of the
component'’s decision, including
reference to the pertinent statutes,

regulations, or other governing
documents; and

(2) Enough information to enable the
grantee and any reviewer to understand
the issues and the position of the HHS
component..

(d) The following or similar language
(consistent with the terminology of the
applicable statutes or regulations)
appears at the end of the decision: “This
is the final decision of the [title of grants
officer or other official responsible for
the decision]. It shall be the final
decision of the Department unless,
within 30 days after receiving this
decision, you deliver or mail (you should
use registered or certified mail to
establish the date) a written notice of
appeal to [name and address of
appropriate contact; e.g., the
Departmental Grant Appeals Board.
Department of Health and Human
Services, Washington, D.C. 20201]. You
shall attach to the notice a copy of this
decision, note that you intend an appeal,
state the amount in dispute, and briefly
state why you think that this decision is
wrong. You will be notified of further
procedures.”

(e) If a decision does not contain the
statement, information, and language
described in paragraphs (c) and (d) of
this section, the decision is not
necessarily the granting agency's final
decision in the matter. The grantee
should notify the granting agency that it
wishes a formal final decision following
any further exchange of views or
information that might help resolve the
matter informallv.

Dated: August 3, 1981.
Richard Schweiker,
Secretary.

|FR Doc. 8175315 Filed 8-28-81; &45 am|
BILLING CODE 4110-12-M
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President’s Commission for the Study of Ethical Problems
in Medicine and Biomedical and Behavioral Research

Suite 555, 2000 K Street, N.W., Washington, DC 20006 (202) 653-8051

August 24, 1981

Edwin L. Harper

Deputy Director

Office of Management and Budget
Washington, D.C. 20503

Dear Mr, Harper:

In a recent conversation with Patricia Szervo, your Associate
Administrator for Procurement Law and Legislation, 1 was told that
the proposed government-wide debarment procedures, published July 22
for public comment (46 Federal Register 37832) will be applicable
only to government contractors. This letter is to inquire whether
there is any consideration being given to establishing conforming
regulations for grantees of Executive agencies. A member of your
staff suggested that in your capacity as Chairman of the President's
Council on Integrity and Efficiency, you might be interested in
exploring the possibility of developing government-wide debarment
and suspension regulatioms that would be applicable to both grantees
and contractors. In the area of concern to this Commission (described
below) there would appear to be mo relevant differences between grantees

and contractors with respect to debarment and suspension from receipt
of government funds.

The President's Commission for the Study of Ethical Problems in
Medicine and Biomedical and Behavioral Research was established by
Title III of Publiec Law 95-622 in November 1978. Sectiom 1802(c)
provides:

(c) REPORT ON PROTECTION OF HUMAN SUBJECTS. The
Commission shall biennially report to the President,
the Congress, and appropriate Federal agencies om
the protection of human subjects of biomedical and
behavioral research. Each such report shall include
a review of the adequacy and uniformity (1) of the
trules, policies, guidelines, and regulations of all
Federal agencies regarding the protection of human
subjects of biomedical or behavioral research which
such agencies conduct or support, and (2) of the
implementation of such rules, policies, guidelines,
and regulations by such agencies, and may include
such recommendations for legislation and administrative
action as the Commission deems appropriate.
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A copy of the Commission's mandate is enclosed.

In response to the first part of this mandate, we are currently
completing an analysis of the rules and regulations of over twenty
Federal agencies that conduct or support biomedical or behavioral
research with human subjects. Virtually all of those agencies adopt
the policies and procedures set forth in the regulations of the
Department of Health and Human Services (HHS), codified at 45 CFR 46.

In an attempt to evaluate the adequacy of the lementation of
those rules, the Commission has been examining the response of funding
agencies to allegations that a grantee or contractor has materially
failed to comply with the applicable regulations or has otherwise placed
human subjects at risk. Although we are still in the process of gathering
information and receiving testimony on this issue, it would appear that a
scientist disqualified by FDA from conducting research in support of new
drug applications remains eligible to receive research grants from the
National Institutes of Health (NIH). Similarly, a scientist debarred from
receiving research grants from the NIH remains eligible to receive similar
grants and contracts from the National Science Foundation, the Department of
Defense, and other Executive agencies that support biomedical research
through such mechanisms.

My question, therefore, is whether your office has contemplated or
would consider extending the government-wide debarment procedures and
consolidated lists to include individual biomedical and behavioral
scientists debarred from receiving research grants and contracts for
serious failure to comply with the terms of a current award or for
violation of applicable regulations. I note in this regard that the
debarment rules of the Department of Health and Human Services
(45 CFR 76), published on October 9, 1980 (45 Federal Register 67262)
provide standards and procedures for debarment and suspension comsis-
tent with those proposed in the OMB policy letter with the exception

that the HHS regulations apply to recipients of research grants as well
as contracts.

The Commissioners will be reviewing the OMB policy letter at its meeting
on September 11-12, 1981. It would assist in their discussion if we could
have a preliminary indication from you of the possibility of expanding the
applicability of the proposed regulations for the Commissioners' review
and consideration. I would be happy to discuss this with members of your
staff and to provide further materials relevant to this portion of the
Commission's mandate, should you so desire,

Thank you for your assistance.

Sincerely yours,

Barbara Y70 %

Deputy Director
Enclosures

cc: Melissa Allen
Donald Moran
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EXECUTIVE OFFICE OF THE PRESIDENT
OFFICE OF MANAGEMENT AND BUDGET
WASHINGTON, D.C. 20503

0CT 30 1981

Ms. Barbara Mishkin

Deputy Director

President's Commission for the
Study of Ethical Problems in
Medicine and Biomedical and
Behavorial Research

Suite 555

2000 K Street, N. W.

Washington, D. C. 20006

Dear Ms. Mishkin:

This is in response to your letter of August 24, 1981, concerning
government-wide debarment procedures for grantees of Executive
agencies. We share your concerns about protecting Federal
programs from grantees who have materially failed to comply with
applicable grant requlations and about the potential for abuse by
the same recipients of other Federal grants.

The President's Council on Integrity and Efficiency is considering
projects which would assess interagency systems for identifying
fraudulent medical providers and for excluding them from
participation in Federally funded programs. In addition, Council
members are developing a method for sharing information on problem
grant recipients. These projects will address the gquestion of
Federal agencies' authority to exclude or debar grant recipients

and medical providers who have been debarred in like Federal
programs.

Although neither of these projects is directly related to the
issues of medical researchers which your Commission is addressing,
we believe that the findings and recommendations of these projects
may address the general questions on expanding debarment
procedures beyond contracts., We will share your letter with the
appropriate members of the President's Council to develop a
mutually satisfactory approach to this important question.

Sincerely,

Edwin L. Harper
Deputy Director



Commission Hearings

Witnesses Who Testified at I

Federal Regulation of Behavioral and Social

Science Research

July 12, 1980 Washington, D.C.

Ithiel de Sola Pool, Ph.D.

Professor of Political
Science

Massachusetts Institute of
Technology

Judith Swazey, Ph.D.

Professor of Socio-Medical
Sciences

Boston University School of
Medicine

Joan Cassell, Ph.D.

Senior Research Associate

Center for Policy Research

J. W. Peltason, Ph.D.

President

American Council on
Education

Virginia O’Leary, Ph.D.

Administrative Officer for
Social and Ethical
Responsibility

American Psychological
Association

Russell Dynes, Ph.D.

Executive Officer

American Sociological
Association

Donna E. Shalala

Assistant Secretary for
Policy Development and
Research

Department of Housing and
Urban Development

David Kefauver

Associate Administrator for
Extramural Programs

Alcohol, Drug Abuse and
Mental Health
Administration
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Policies and Procedures for Responding to Reports
of Misconduct in Federally Supported Research

June 5, 1981, Boston, Massachusetts

Invited Witnesses:

Norman G. Levinsky, M.D.

Physician-in-Chief

Boston University Hospital

Robert J. Polackwich, M.D.

Tampa, Florida

(former member of the B.U.
Oncology Research Unit)

Leonard Glantz, ]J.D.

Assistant Professor

Boston University Medical
School and School of
Public Health

(member, IRB, B.U. Medical
Center)

Judith Watkins

Boston, Massachusetts

(lay member, IRB, B.U.
Medical Center)

James F. McDonough, M.D.

Chairman

Massachusetts Board of
Registration and
Discipline in Medicine

Marc J. Straus, M.D.

Chief, Division of Neoplastic
Diseases

New York Medical College

Valhalla, New York

(former Chief, B.U.
Oncology Research Unit)

accompanied by Andrew
Good, Esq.

Ruth Moran, Ph.D.

Head, Cell Kinetics
Laboratory

New York Medical College

Valhalla, New York

(former head of Cell Kinetics
Laboratory, B.U. Oncology
Research Unit)

Ms. Jody Fleit

Women and Infants Hospital

Providence, Rhode Island

(former head nurse, B.U.
Oncology Research Unit)

Thomas Zipoli, M.D.

Head, Oncology Clinic

St. Luke'’s Hospital

Bedford, Massachusetts

(referring physician for B.U.
Oncology Research Unit)

Kenneth J. Ryan, M.D.

Chairman

Department of Obstetrics
and Gynecology

Harvard Medical School and

Chairman, National
Commission for the
Protection of Human
Subjects of Biomedical
and Behavioral Research
(1974—1978)

Public Witnesses:

Arthur Schneider

(husband of a patient of Dr.
Marc Straus)

Frank Musinsky

(former patient at B.U.
Hospital)

,Dr. Stephen Straus

National Institute of Allergy

and Infectious Diseases,
NIH

(brother of Dr. Marc Straus)
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The Role of the IRB in Responding to Reports of
Misconduct in Federally Supported Research

September 11, 1981 Los Angeles, California

Jerry Mashaw, LL.B., Ph.D.
Professor of Law
Yale University

Virginia Davis Nordin, LL.B.

Director, Institute of
Administrative
Advancement

University of Wisconsin

Robert I. Lehrer, M.D.

Professor of Medicine

University of California, Los
Angeles

(Vice-Chairperson, IRB,
UCLA School of
Medicine)

Robert Sparkes, M.D.

Professor of Medicine

University of California, Los
Angeles

(member, IRB, UCLA School
of Medicine)

John F. Schacher, Ph.D.

Division of Epidemiology

University of California, Los
Angeles

(Chairman, IRB, UCLA’s
Schools of other health
sciences)

The Rev. Charles W. Doak

University Religious
Conference

University of California, Los
Angeles

(lay member, IRB, UCLA
School of Medicine)

Robert P. Gale, M.D.

Department of Microbiology
and Immunology

University of California, Los
Angeles

Albert A. Barber, Ph.D.

Vice Chancellor-Research
Programs

University of California, Los
Angeles

Harold W. Horowitz, S.].D.

Vice Chancellor-Faculty
Relations

University of California,
Los Angeles

Sherman Mellinkoff, M.D.

Dean, School of Medicine

University of California,
Los Angeles






Participants in the
Workshop on
Whistleblowing in
Biomedical Research

September 21-22, 1981
Washington, D.C.

Sponsored By

The President’s Commission for the Study of Ethical
Problems in Medicine and Research (Washington, D.C.)

The American Association for the Advancement of
Science, Committee on Scientific Freedom and
Responsibility (Washington, D.C.)

Medicine in the Public Interest (Boston, MA and
Washington, D.C.)

Workshop Organizers

Barbara Mishkin, M.A., ].D. Judith P. Swazey, Ph.D.

Deputy Director Executive Director
President’s Commission for Medicine in the Public
the Study of Ethical Interest
Problems in Medicine and g 400 Massachusetts
Research '

Washington, D.C.

Rosemary Chalk, B.A.
Program Head

Committee on Scientific
Freedom and Responsibility

AAAS
Washington, D.C.
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Participants

Charlotte B. Cloutier, M.A.,
M.P.A.

Medicine in the Public
Interest

Boston, Massachusetts

Spencer Foreman, M.D.
President
Sinai Hospital of Baltimore

J. Richard Gaintner, M.D.

Vice President and Deputy
Director

Johns Hopkins Hospital

Leonard Glantz, ].D.

Department of Socio-
Medical Sciences

Boston University School of
Medicine and Public
Health

Frank P. Grad, LL.B.
Professor of Law
Columbia Law School

Robert J. Levine, M.D.
Yale University School of
Medicine

Donald Medearis, M.D.

Chief of the Children’s
Service

Massachusetts General
Hospital

(Member, The President’s
Commission)

Stuart Nightingale, M.D.

Acting Associate
Commissioner for Health
Affairs

Food and Drug
Administration

Virginia Davis Nordin, LL.B.

Director

Institute of Administrative
Advancement

University of Wisconsin

Andra N. Oakes, Esq.

Dobrovir, Oakes and
Gebhardt

Washington, D.C.

William F., Raub, M.D.

Associate Director for
Extramural Research and
Training

National Institutes of Heatlh

Peter Raven-Hansen, ].D.

National Law Center

The George Washington
University

(Member, AAAS Committee
on Scientific Freedom and
Responsibility)

John Robertson, J.D.

Schools of Law and
Medicine

University of Wisconsin

Stephen Scher, ].D., Ph.D.

Medicine in the Public
Interest

Boston, Massachusetts

Deena Weinstein, Ph.D.

Professor of Sociology

De Paul University

Alan Westin, LL.B., Ph.D.

Department of Political
Science

Columbia University
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Observers

Alfred Feliu

Legal Research Associate

Educational Fund for
Individual Rights

New York, New York

Rachelle Hollander
Acting Program Manager,
Program on Ethics and
Values in Science and
Technology
National Science
Foundation

Thomas Kennedy, M.D.
Department of Planning and
Policy Development
Association of American
Medical Colleges
Washington, D.C.

Bonnie Lee

Office of Health Affairs

Food and Drug
Administration

Richard T. Louttit, Ph,D.

Division Director for
Behavioral and Neural
Sciences

National Science
Foundation

Bernard M. Malloy, M.D.

Office of Medical Services

Central Intelligence Agency

Charles R. McCarthy, Ph.D.

Chief, Office for Protection
from Research Risks

National Institutes of Health

Vijaya L. Melnick, Ph.D.

Special Assistant for
Bioethics

National Institute on Aging

Vanessa Merton, J.D.
Associate for Law
Hastings Center

Elena Nightingale, M.D.

Institure of Medicine

National Academy of
Sciences

(Member, AAAS Committee
on Scientific Freedom and
Responsibility)

Joan Rachlin, J.D.

Executive Director

PRIM&R

Dorothy Rasinsky, M.D., ].D.

Associate Director

Medical Legal Affairs

Veterans Administration

Richard J. Riseberg

Chief, NIH Branch

Office of General Counsel

Department of Health and
Human Services

Nancy Sempolsky
University of Kansas
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